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[HIE] mM^v-^U^rif-K Ktfy^r^h'tcsrrsifcflc. mm^o^zr 
& Y S-f ijffl L 1MJ§BE^I£B^££ tiffin S . 
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[ff*Il2] 

^H*°y^.T^F\ 

TfB(l)X(i:(2)^y^r^FBr^-r" I fc^T. *->ffi5iJS-^ 1 - 3 

mvr-. 

(1) sb?(J«^ i - 3 5 v i or 5 ys«»£tf , mbssb^-^-k >j ^rf - f 

(2) w?mt%- i-3 5«t itw> i at s yigffiM*^ , r s jwsm i iii±«sm. x 

b i> 1 5T$yB8£SS*-£tf. ff*^3fattc7),-KU^r^K|lr>to 

4-&< t <, 2 or$yB8sas*-£*K awsssiBtt^u^rf-HBfW-. 

[ffiiRJl6] 

ij#i#-§- 1-3501 1 c7) r 5 y isi£?y i* &ts . tfMiffi # u f o ^ 
[11*1111] 

ne (a). (b)x(i(c)S:^, i^y#-f-i-3 5«v^a^itiea§^cr5yisi^j 

(a) SB?iJS-^l-3 5 0Wffu&»l tlB*6$ti^T5ySlgB^J^tf^U^7-^F ; 

(b) e#i## 1-35 nwftvtp i or s y mm&t> . r s yisss 1 a±^mm. x 

-t&tfWri-}* ; Xti 

(c) (a)X(i(b)^U^Tf-FBf^-X-fc^T. 1 -3 5 wrtlfr 1 07 

5 yffiffi^^^tf, minasv-^Tjf u^r^- FtM^SK#;j^£ls^£*°y^xf- 

FWW\ 
[ff*II12] 
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[ff*Ifll3] 

(c) o*" U FWA7A ^<H2 07S y ffiSS£Hrt^ ft*H 1 1 latt^fflfi 
[ff*lMl4] 

[ff*Ifl5] 

[ff*JH16] 
[11*1117] 

wmm^ 1 - 3 5 ^-m^ i sot s y rs^o **tf ffirijasv-*^ u f kwh 

[11*1120] 

n'.'-ii, 4 ;'/: 8-3 5wwwrs yffiffi?iJi-^tfKri:flSiffiv-^^u^^F^^ 
[ff*JM21] 

1^0*^-1-3 5«V vffi.j&» 1 W7S y|tie^J^#tfffjt)g?ffiV-^^U^T^F(C#M 
[|f*lM22] 

E3*J#?1 8-3 SWV^ix^l^TS 7@SEM^#tf|tfirBg=ffiv-*^y^T-7Ft«r 

fittfcw-r&stttfc, ^<ttiitfts, r>Fa^>^«i¥'i4fjTissaii^DTffl^ 

[ft*l!23] 

TfEOh (ii)X(i(iii)^^, : 

(i) mvm^-3 6~-7 OcoU-ttifrlCDZPU^mWlk. ffl««P5r* Fffi 
^iJ&W-r^JKy^^F-^F ; 

(ii) SWISS" 3 6-7 OW^ftolW^n^tWit ffi»%^^V^7Fffi 
MwS^EM^llri^^F^FWJV ; XiS 

(i i i ) ffi^JS-? 3 6-7 0 <D\ i-ftlfr 1 <7)3* ? Vtt FE?iJ£-£tf *° ] J X 7 F^Ff- F k 
, Xbyyyx7f MfrTtv W 7 U § . U 3? ? FX« SW^Y 

[|f*H24] 

ia?0#-^3 6 — 7 O^^-rtl^l^y^^^FE^J^tf. ^U^F-^F^SK 
k 1 M^t^FS ^ k £-£tr , mtiftftl^miBr:^. 
[|f*iM25] 

^ , ■^ftfcttftfc W*3l2 3lEsfe^1ff±lS^iTfflSffirn-7-S:-gM$-ti:l. l Ik 
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[ff*Il27] 

Ba^iJ*-^ 3 6-7 0W ^tl* 1 1 <r>Z 9 F'ffi^Jc9g&frffl?iJ&-&tJ % 9 Utt FWr 
[fffif<XI28] 

[11*1129] 

ff*if 2 3 ia«^MTie^BffflSlSr n-rSr-t-tf. BuidKSf»rffl^ F, 
[ffiCTBO] 

§ & tff*If 2 7M'2 8tett<7)^)KS^KIifflT!/^ V-£ £tf, ti*Ijf 2 9iett<7)M 
iJKBffif^KJrffl^y F „ 

TIB(iv), (v)Xt4(vi)*-frtf, r>Hnyy^«c#ttMjSJfia^Bfffl^Hrn-y : 
( i v) E^J# 5 5 3 ~ 7 0 tf>V vtfhjfc 1 <7) * ? U * -1- FTO t. Wftm%: ? 91, F E 

(v) Pjff 5 3-7 WbWJL ffl«F5^F^f-Fffi 
^^l^iJ£iri^?l^^F»t ; Xtt 

(vi) 5 3-7 0«9Wf ft^ 1 <TiJ 9V*+ *Wft£'tet3i$VZ9\'tt F fc , 

x 1- U yy'x y F fcifefFTCv W y U r ^ XtM> , # 1/ * 9 FXii* F if 

Jl-. 

[ 81*^33] 

ffilfcfa^WfcBtflsi:, fB3S^3 1fEK^)KHrn-r£«M!t«-|J:Sif:*#tf. IB** 
[ftS?Jl34] 

t»»*6f3fc*f*(-*iHi 4* *+]<ix>j tv-ifmmum ( pns ) -cm 

[ft*JM35] 

iS5U#-f-5 3-7 oc7)n-m*»i «?)jr ? KEM«oap#K?ii 9 wt- 

& & 6 T >- F n y y^ffiff ttmfilSSItlSTffl 7= 5 --f "7- „ 

[ff*H37] 

Kffl* v F . 
[fS*ifB8] 

t$Mzmm3 5RV3 6imcvT>vuy>wm&mm$mmBmmT7-(-?~$:&ts 

, ff*lM3 7fBttc0ff|^Si^Bfffl J f >y F . 
[0001] 

**bh(±» fM^-#^y^:?^-F\ is^u^r^-FtM^sfit#c. ava#u^ 

Fnyyffiffttlr^eS, M7> Fn^>^^ffttitffTyiSS^nm^Wlie%v-^ 
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[0002] 

&tim&. m$M&nmmv-*kLXm&SmmBag. (Prostatic pecific Antigen 

; PSA) VIZ < HhtiX ^ £ £7 PSA^ffl v ^»BfTl4, ttBtttf £ < . iltt £ Stt t *>» 

m±mammmcoT> myyxmwztitzMMmm-tv y/nfr- vxfofxs 

PlF12/TMPRS2^£*-f£JWSV-^ (RI^Kl) . bMffjyssttiv^Tfessasc 

[0003] 

, Witter y h n yvrnmnzmntx t > & winr- s - 1 « wr* s e 

[WfMJil] #^2002-51718 5#&« 
[#f^ffi2] ^2003 50704 2#£fB 
[#fMJ3] #i20 0 2-5 2 00 5 4f^i 

[^fffTXlRl] Chan DW, Sokoll LJ. Prostate-specific antigen: update 1997. J In 
tFed Clin Chem 1997; 9: 120-5 

[0004] 

*mm&. tv vvyymmmALmm-r-fttf u ^r-7 k stxr >- h n^>#t# 

[0005] 

7^©c0ft?WSrtTo^ 0 -ecDJS*. Gene Bank -r— ^tafiSflfc ^ >vt?jr<7) 

S„ 

[0006] 

3fE^BHIi, K?iJ^l-3 5«v^tL^l«rsy^l2?iJ*^, 7 5 718*1 

##1 — 3 5« ifi-^ 1 1 cor s yisie^j^-a-t', frriiff^v-^.^ u^-/f k^m^s 
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[0007] 

TfS(DX(i(2)«^y-<T^FiTA-C&^T. s&^EW*^ 1 ~ 3 
5 wf ^ l cor 5 yiME^J^tf. lu^^-^U^r^ F^M^in^^ 

tmr h X y ^r f tm z tm-t h . 

(1) ffi^J#-^ 1 — 351, Wfufr. 1 cor 5 yB?Ejn|£-&tr , HU±i9£v-#;K U *zr<f- F 
; 

(2) ffi?iJ#^ l-35«l v?*u&> 1 COTS SW&m&t>^ T 5 7 BSSS 1 ELLeOMfc* K 

v^fi^ i <or s yiSiE^j£#tK M*J»=ffiv-^y^r^ ficm^k**££P» 

[0008] 

Sfet^RHti, @E?iJ#^l-3 5co^ix^lcor5yS?gE»&tK mzfcJ&S-e- 

(a) Wffl& 1-3 5 cOWf^ 1 t!Ett§#lfcT5 y«iWI**t;5K U^rf - F ; 

(b) iwis-f- 1-35 co\ i ©7 s smwipk . r $ yiss* 1 a±comm. x 
l^r*U)>l cor S yf«[J£#0. friflSatv-*^>;^r^Ht:«-rsKL**^^K* 

-f-^^U^7°-f F ; RXf 

(c) (a)X(±(b)c^^U^r-f KBrA-CJbo-C, *»oKai## 1 — 3 5 C0\,vfft> 1 £07 
[0009] 

$fefc*fgBH(i, lE?iJ*^-i-3 5c7n^ixfric7)rsyififfi^^^, iuyi&ffiv- 
7> i-. ' i - . ■• f i- ( •.r,v- , l'f ft i- Mf* * ^ fft -i- & 

-35 col vf*u&> i cor s y Mmm£^&mir.mm-?~zxv^7^ wzmm&z&th 
§ ^ i?#mM. ie?ij#^ 1-3 5^v>^^ i ^rsyffiiE?ij&#OHfr±^^-^ 

§ h iz^wm, ie?ij#^ i s— 3 5 cowrtup i cor $ yigffi^^tfitteiysv- 
^TKy iq;^e^tfsffift^ ^'j?%<ti>i Starrs . r >- f v-yyjmt? 

[0010] 

3 &K#fgi9114, IE?'J#^l-3 5^V^^l«rsyiK^£#t*ffiiJSSiv-* 
§ 4> t^HBHti, IE?iJ#^ 18-3 5 co^-rfLA* l cor 5 JMmUZOtts m±mm^ 

^vtizttwktt-thWte. &%<bi,m&irti>. ryvvyyimmmzmm 
wmm* -y f s-«f*$-s . 
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¥\^-fh^)?9V**Y ; 

(ii) E?fl#^3 6 — 7 0<mvm#U«*?U:*?-Kffi#lfc, fflMWfc* ^ F'*^ FIE 
^J^*IE^J^i^?F^FW>V ; X(i 

(i i i ) ffiM#-g- 3 6 — 7 0 OV ^tl^ 1 £Q5? 9 Vtt FBEM^tf ?F 'J 5 9 V** F t 
[0011] 

§ h izi&mz , wmmn 36-7ow ^-rtutp 1 cd* ? f^ F-E^arMaj * # 
@s?ij#^3 6-7 ow^x^i^^f^fk^. mm%z?i<**f'\ t m\v>i8 
-) ^i«fi>. 

[0012] 

S^^STO^ TIE(iv). (v)X(i(vi T> Foy>#ftffttMAL«BfMlT 

(iv) @B?[J#^-5 3-7 0(7)V^fL^1^7^^^f-FIB?'Ii:, fflfflW^* ? F^f- FIE 

(v) i^os-f- 53-70 eowrtap 1 07 ? 1,** vsm t . mm** 9 v** fie 
¥\^mmmiti*;fsz9v*-i~Ymx ■. x<i 

(vi) Efll##5 3 — 7 O^vf^ieojz 9V**mm*-5$3'#VZ9l'** Ft. 
X h U y-Sx. y h %&r¥TTK4 7 U r-f . sKU * ? F ^f- FXfi* ? V** F if 

[0013] 

S&tsfc&BHW:, @E?iJ#-^5 3 — 7 0<7)U#ii^lcD>r^F4-f-FSa?iJ^#^. *°'J5? 
?F^F«^*<i:k laSrfltaj-f TV Fa^>#^'|±lfifl*S<7)it 

§ ^ iz&muz , wm^ 53-70^ 1 oy% 9 v** v&mmmm * # 
K75^7-) , Rxmmm^- 5 4 - 7 0 m ^-rtitp i<dz?u*+ mm t , mmm^ 

[0014] 

wmtmm* «/ f . 

[0015] 
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safety ?v~i-;i-im, xii^ j ? n— f jvm&ismth . 

[0016] 

?t%hz\kifix%h. 

[0017] 

( m±mm-7-tj ^ y f v ^ m inasHa > 

(i) . mm, T> Foy>ffi#ttt hmiimmmmt lt, Ttrig^ixT^sLNCaPwa 

^(American Type Culture Collection (ATCC) , Rockville, MD, USA) SrfflV ^ 
tmS. ISLNCaPffliatt^. ^^ffjfll»10%Sr^*-t^±§*±§ta Roswell 

Park Memorial Institute (RPMI) medium) tpX*M¥f. L^flL |glS*LNCaP 
ffijj£lxl0 7 fil£'0.1 ml VFU^'MMatrigel, Becton Dickinson Labware, NJ, US 
A) fcSXLT, (BAUB/c strain) CDftTfcSfflU H«* t 1003&»fe2 

00 mm3 ^ -> ft t Z h X\ ft £ . SW«i-i}tWtaB/J^« **, * i> & < S 
«M*4&fe4. i«t§c7)ffim»lu^M«*T> Fny>ffi#ttfui!:^, »mt»f£ 

[0018] 

( b F lEWlitoJ&iHJK thN MiflSBffifflWiOtiaDl ) 

wzmw&mmwfthixtz t % t > zmmz^immzhm±m*t>mLZixtzi><7>x'fo 
wt, m±mm?mmmzi^fzmMcrmiLmm£T>vv¥>mm&m±mmk ttz 

[0019] 

( m±mm~?-% *° y ^r^- f «^ ) 

mimmmcom^mmmm^^mzmm^mz^u^ y ^r?- f * , mmxh s 

T#n -x^7f:«M*Kiffit3 j; 9 yiVUHzMM Ffc (2) . -f%i?*> . ? yWBcom& 

* IT U £ * F £ ffl WCHM-sT 5 d t § h . 
[0020] 

mw m\*xsDs#vT? y /ft s F^VF-c^fi^i^T^^^e^^si-rsTa 

(3). 

[0021] 
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^IS B J!-f~-g> o 7^n-Xl%, D-VR>-;H2%, 1 Mf-^SS 

. aVfltttStt 7r;^7i K Tvi'tAA'Wfx^ (ft) ) £il-£r 

U im4 mm. 45^180 ncofj'y X^Z^X^XVA^^^^t^ . Z\CD— 

0 0 — 1 0 0 0 ;K;L-b<73«J±^ /jHtS i t £ J: O^S&ESrfNO , ^^S^SwSHrfcfrS: 
5 . ^7cai±5 — 2 0%<9iftK£iSKUI:SD S-*fUT^U;l'TS KyA'SfiSKU 
Ifufci&S-jW*. ( S D S - ^ 'J 7? 'J ^7 S K ^HSftl. SDS-PAGE) . PJr 

yfr±.e>x# y F fc LT#& Z k if? S * . 
[0022] 

( ^7F±<7);K U ^Tf - F ( ^ >v ^ ) CO W j£ ) 

^'n-x -^TcmM^KlSt . Sift 5 WfcSfufcSffls? n v 1- ?*5A- * yfAfS^ 

(lc/ms/ms) *ffl»^^^*nfo^raTHirr# f. (4) „ -f^hh. tr. 
cr>?>^? mxtf -v F £ F y 7° v->=3r k'X°y?Vftffiitf& Z k X^r-1- Vtz 'Affi-ft . ffi 
^=5rgPf4-C-fcUS)T§ti,/-^ fe^^§co#^r^K|lffr^LC/MS/MST'iiJ5g-r-l> ^y°~f- F 
^J£il£W:»«l7W'? F-<?)->\ X(4v^^^fcUT»4Ifc36^S4. IWX 

)Vt~9*. fllWy^F^xrCSEQUESDSrffl^TfilWL, *llNCBI<7)-7--:^-X£ffl 
[0023] 

( ~iJC7cHES«M»y^S»W^!K'y FfS#f ) 

~<JC7cltS«Wfty^ffi«a. m.¥)V<r)<$&W&7T*}Vk LT3>'h^-^t;JX0ii 

W&S#f77 f-)l7 (^Jx.(S\ Phoretix 2D Advanced Version 5.01 (Nonlin 
ear Dynamics Ltd, UK)=5rfc") £fflW£ s y^P'mXtfv htttCSMt^, ttz. 

&cox\ c\zfrhTmfe%£comr?m^mzm^x. nwmmcmmm^rs^tz, 

[0024] 

( ffi±Mv-^ U ^7*^ F ) 

-3 5cDvi-r#i^icors7®i^ij^^rt?, «r±J8aasv-^u^7*f-HS»*ii:3&i-c 

ot, Itl^^^y^.7^ F^'fjMffiV-#i; LTfi|fflT^ hZ k £W 

[0025] 

. zti^ticD^-xtfv^y'^Yiznutifz^mz. *mmtzmtztvfzmffl3i(DT $ 
wnjiswi i - 3 iznm^zmmz nx ^ s . 

[0026] 

1. KIM0336 itfc^jgiHj (KIAA0336 gene product) 

2. TAR RNA-fflSff/fl^^N"^® (TRIP TAR RNA-interacting protein, TRIP) 

3. RAD50 t^^O^" (RAD50 homolog) 

4. WMJyr^m. FLJ 10839 (Hypothetical protein FLJ10839) 

5 . i^yPPR-^^— 7^-£ (Leucine-rich PPR-motif containing) 

6. RNA ^.y^— KIAA0801 (RNA helicase KIAA0801) 
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7. at'^f>-1IItt70f7-tf 7 (Ubiquitin specific protease 7) 

(Calcium (ca2+) homeostasis endoplasmic reticulum protein) 

[0027] 

9. USa^^l^T^U >133kDa s XttMGC21133^ V^^W 

(Nucleoporin 133kDa, Protein Tor MGC21133) 
1 0 . RNA ^U# — te'KBS:? (RNA hel icase-related protein) 

1 1 . M0P-4 (MOP-4) 

1 2 . A >X U >-Mj^.BS ( Insul in-degrading enzyme ) 

13. MCM5 5-?n^7-A«ft^|J(B5, 6 

(MCM5 minichromosome maintenance deficient 5, cell division cy 
clc 46 (S. ccrcvisiac)) 

14. tftlfcf ttr-3fySiKf -v y^^S 1, XiiVDACi 

(Voltage-dependent an ion-selective channel protein 1 (VDAC-1) ) 

[0028] 

1 5. Tntt'fy (Prohibitin) 

16. NipSnapl^>v\°^M (NipSnapl protein) 

17. ^nJfyl/FJfy> 4 ( Peroxiredoxin 4) 

1 8 . y^;'n7?f^-^t7"a- 7 T-SRnBOO 

(Splicing coactivator subunit SRm300) 
19. viyyu^rT— fe'ltn^ (Lon protease homolog) 

2 0 . t°jr t37^ y>!iStt7Sy^7f^- If 

( Puromyc i n-sens i t i ve ami nopepti dase ) 

[0029] 

2 1 . EBNA-2 37?f<-^ (lOOkD) (EBNA-2 co-activator (lOOkD) ) 
2 2. JKTBP1 

2 3. GTP-^tt^y^?«<-^§I*^o?'' 

(GTP-binding protein beta chain homolog) 

24. m- tm^ Tty^^y^/i-fy^fM 

(Nuclear chloride ion channel protein) 
2 5. *j 4 U -'W b > ffliPSfefe*«« 1 *to/ 

(William-Beuren syndrome chromosome region 1 homolog) 
2 6 . KBtfttt^>'^?Sa 2 (Antioxidant protein 2 ) 
[0030] 

2 7. ^iV^^yVY-yyy 1 (Peroxiredoxin 1) 
28. 1 (Cofilin 1) 

2 9. ;A'7^?{7»7'(y^?yA7a, tL<ll PEG3 

(Kruppel-type zinc finger protein, PEG3) 

3 0. X*77t;kK77^ 7f^>-fifB, X{iHSP27 ERE-TATA-ijg-g-ffi^ >V\°?|f 

(Scaffold attachment factor B, HSP27 ERE-TATA-binding protein) 
3 1. 7^7' : =7A y/— ^RBl^i^^'aBO (Spliceosome-associated protein 130) 
3 2. T «t=J;yiril^^SM^±^6lJE3. XiiSART3 

(Squamous cell carcinoma antigen recognized by T cells 3, SA 

RT3) 

3 3 . J-h'^f ygfiftgS El (Ubiquitin-activating enzyme El) 
34. ^!Jt7i Vy(<f ytfJl-i-y)^— 9 1 (Karyopherin (importin) beta 1) 
[0031] 

3 5.hal225 jaf^jSft (The hal225 gene product) 
Z. ft h mirm&-?-A *° U ^7f K £ . T >' K n ^>fic#tt|frjyi®<7)P 1 7/ H n y 
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mmMmm^-zfrtLttzntZo mr> vvryipmmmzmmv~?-*# i J*<7' 

[0032] 

1 8 . ycr=7A y^ar?f<.-^t/j.-7 i-sRneoo 

19. oyrnfT- ff^ny" 

2 o . t°.xuv-f i/yigttTS y^7f^- tf 
2 1 . EBNA-2 37^f^-^ <100kD) 

2 2 . JKTBP1 

2 3. GTP-fi^ttyy^y®^-yfiI^ny' 

24. XV^V^frfVrttlL 

25. 7^'J7a-^p y mmmm^mm i*w 
2 6. imim?y^?w 2 

27. 1 

2 8. 3 7 * U > 1 
[0033] 

2 9 . ?;^^^-f7l»7 -f ^-^W^f 

3 0. X*77t/H ; T7^7f^yb0fB > X(±HSP27 EHE-TATAHKr&tt^W^H 

31. ^r-5>f yy-i»Mj*^w^wi30 

3 2. t fflM;J;DISilSiil>M¥±^fiiM3 

3 3. :xt"^>'V§tSMS§ El 

34. ^ij^i'jyf^fy^fy)^-^! 

3 5. hal225 jlg7*l% 
[0034] 

>f ^^ffcWSClfcmS. 15E1 8~2 8«hu:£JJ§B8v-;$ 

iKU^Tf- WJ?tc< 1 i> 1 SOift&n. mt/Xli. 2 9 — 3 5c^)|f)irfltav-*^ l J-<7° 

[0035] 

8—3 sou-rti^i^TsyigseM^-^ti". fr*iS5ffiv-^^y^.^F'co^< t 1 

[0036] 

(4^ y ? n-^/HEn*?)V vf frcfc o T 4, J: ^ . 

y y h U ■/ 9T«r*. 1 ffi(ELISA) , M^SifflSffi(FIA) . BattftfciBEMseSc (RIA) . 

^mm&m. ^/7'D.yFS, ^^y n .ybs. a&asfefeaar^tf&i. 
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[0037] 
[0038] 

^mz^xmmxz . mizmm^xh . Hffl^-ct>n«rcs * . 
ELisA^jfiLv^isjsaiii^tiiO-e&s. ^\ ^effijKWxtdT, mmttz^ 

[0039] 

wtTfijffli-sifctT^s. set, M-tAfaZtti-y-mmL. ws-m&xvbviiz 

[0040] 

(1) wfflft 1-35 wrtup i cor 5 y Hiwi**tr, m3M&~?-x#v 

V ; 

(2) ffi^iJS-^ 1 — 35 0)\v?tlfr 1 5 Sffifflfrt, . T S 1 iiLk«gJ$, 
ey^iftifr l cor 5 y effi^iJ £-£tf, TtoiJlBSv-^'J ^-Ti- Hc*hT§ lfi;#a±& SI 

(3) mrlB(l)X(i(2)co^»J^r^b'llfA-T'fc^-C. d»oiB0J##l~3 5co^-ttifrl 

[0041] 

■s^fc^Tfsnt^ ^t=-e«ss^Miu±=5rv^. mm. ^ttisr^iss. 

=5rtj s ;fi^»(i)Xli(2)WJ^rf h\ x«i(3)^o^rf-b' 
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[0042] 

(l)Xte(2)^y^7f b\ XJi(3)*-<*y*:r*T<KrJi** #SfcT\ X(ifflf<k *S5ffl=5: 
-f > b T'J^y 7 tW > h T V £K#-LT i>£\\ im^-lSMIg 2 

— emmzim-f-o. it 2— 1 o@ima^ f&w&mw^M^w-g. t . -rn- 

. AS. W*7h, V7^. 5vh. b7y. J f=¥\ -V r- 'J=5r *} . » 

[0043] 

& htitzMW-^mm l . 2 - 5 B«ti¥K. x£± y yjm 

[0044] 

mmtncOUm, mtU. ^-7-ii/U^^y^M[^f-V- (Nature) , 256 
, 495 (1975) ] izm imSfrtt Z b & . H^flSKW«)0!*^tf * t . *U xfl/ 
y^U 3-/1, (PEG)^ y^>f -7 * /]^& ifsfii** 9 . ftKP E Gj6*ff 4 U 
[0045] 

K1HW»lfiWW£W e .& t . -\S 1.P3U1, SP2/0, AP-l%b'C0&$L 

wmnitwsjimtfb o . mzp 3 u 1 

1-2 0 : lgflrc*&. SffiltcHi. PEG, ffiL<liPEG1 000-PEG60 

0 0£ 1 0— SO%mM^>\mJSX' : MwL. 20~40°C. t < (±3 0 — 3 7°CT 1 ~ 

1 0 fl-ISH ^ h-T 4 i fc t i "3 SWfi < 4 . 
[0046] 

ft ^fut^y^n— *vHnflcg±;w yy y-~> y^a^^ffixif^ 

•3 i b h . Wit* , mf U ^rf KWfiiMSrifflSL Xtifflflc 1 1 fc 

fiars-frfcBHB (Witr, ^?n/wb) /wry F-vJtat±»£saiiiu & 

*<9%£\ Sv7XM^n7'jyWflntix& s ) , Waff VA&Ju*., H 

yA^ps#$^@ffitc^^ yy v-~?im±.mzmi}nL. ikmmmA-mm^b^mm 

[0047] 

^y^cr— ^/PiftffctfOSMte. Sffi^oTfT^-S^fciS^^*. HAT (h*° 

*vy*>\ r s /rf y > . fi > > > %mn i-*:wmmmmim~cft% ozt 

tfRPMI 1640±gffl. ^MMlJtl-l 0%J#tfG I TiStfi <SJ3tMsRIK (tt) ) . X 

ji/wry K-^ig*ffl*E^»i§tfi (sfm-ioi, U7\mm m) ) %z*m^hz. tire 

[0048] 

mm^mt. as2 0—4 o°c. t?t L<im3 7°c-cfo&„ tgmomz. ass a— 
3 mm . tfium mis- 2 mpeSt* s . tg#{± . mm. 5 ^ijmrt 
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[0049] 

, nsmrnm. 4*>$am (&l deae) izj:&m.mmm. m&&m. yjv^mn. km 

[0050] 
[0051] 

y, ^^nwjy, Xfi^^T-y^-^-v VTfwWb LTfflv*fc*£\ 
i^^^fi*itTv>rxyitc^L, *^jo. i-2 0, #*L<(i«n-5<^w^-c3B» 

[0052] 

bbh iz&^-ti . 
[0053] 

<r>mkmcr>m& t mmiz Lxn&ozk z s . 4-t . *k i; ? k(*w;>m»m 
ti, ±ia^y^a-^K#;^«»sfc[5i«tc^y"uy'uy^gi. nmmiz^y) 

[0054] 

^BJlO^'y^BTffl^ ■/ CIO J: d^LTf#^ti^yyn-^/K XM/^n 
-7-^fiL*^*tf . iM>BWm* v Hi, K50#^ 1 — 3 5<Z>lvtffu&» 1 fiO 

Hi, ia?ij#-?i 8— 3 5ov^^norsygSEM^#t^i!frjt)asiffiv-^^u^.y°^ 

fMfiSSHS^Kt- S - b t>^% h . 
[0055] 

tits:*, a^s, K#=#fM, swan, iwasM#fM, ^omoism 

tfz, 1 — 3 swvf^ 1 «7S yggIB?iJSr#tfMiB3Sv-^*ru^Tf- 
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[0056] 

js\ ±MfiM. mmm. mmmim. mm. mmitm. ?utm. ^mm 
. urnm. x-Tiy-m. mmm. wmmm. mm. Mmm. mmm. mm 

[0057] 

iiffl«&«flWJi^fif^L ?lh. a fit. js^t^hu^. rvvm. mm. 

fyn77\ f>ryi, -tf^^y^g, ^^i^^-fe^n 

-x. -fe^'y^. -Xf-zHs/l'n— ;*» ij^ij^a. ^'Jt'^enUHyit"^ 
#h SfifV/y, m>it>^A, *yf>*, ^St?^ *K*«-^bU 

Wfrvv^j&znwiwm. fv^'jy. -7yy°y%h:co&mm. -r>y°y. 
wjx ^yhi-^h. 3o>f vwrjw&cowm* w&fw. x^rvywam 

[0058] 

*ifc3&*TS4. Sill Mlf^lf££ftl>M^Offl#:£fflv\ «S&:J: OSSfcfrfc 
. ~?*?x. t/«»K hy^\ 7'3\ -7^ >7v. 4*. iwfirir) t 

O##j5 0-5 0 0ngg^ if^L<(i»l 0 0-2 5 0mggjg. J: L<f±&; 1 2 

0-2 0 0msgK5»tKW§«»^ U*. 
[0059] 

?#rS>&jSP5jSp£Wf-& - kffTZ 5 . E^JS#5 3-7 Otf9Vvf*u&> 1 <Z)JT 

[0060] 

*^0J«luTtSSffiv-^*;" U^r-f ^3- Kt-^^KU if ? H £«>ait-£ , mfjt 



(16) 



f#M2005-80524(P2005-80524A) 



Kmm (pcr) ti^Titfi-rs^, xfijia^^^-taH^a^jKUjr^ujrf-H 

D N A Srffl^-Cflli L,/L-i>CD t WW 7' U -fe*— 5^ a yti^tff* 'J <I t & . 

TfiS^: ifCfPS: -j - 1 //T"^ S . Kvvf 7" U :SM a >«i, > vf Xb'J y it* y F & 
flUHT, tb'J^AiM^l 9-40mM, 9 — 2 OmMT, iM-#» 

5 0 — 7 0°C. W(C#&6 0~6 SXJcO^Tfrfco^iffiLA*. -^F'J^AiSJe 

[0061] 

*?|0JK14. TIB(i) . (ii)X(i(iii)S:^tF. 

(i) se?ijs-^3 6-7o^v^ix^i<7)^^p^Kaa^jt, ««e^^ ? f*be 

(ii) KW»^3 6 — TOW^-f^l^jr^l/^f-KHJiJfc, fflMtftf:* F'ffi 
M^^iaM^^tf^^l^^^FifK- ; XJi 

(i i i ) IB?iJ# I3G-7 0 tf)V Ytfftj&» 1 <7)* 9 YWW £ Ststf F k 

[0062] 

5ij*^s^u^^^f-H(i, Tyvuyymmmmmmm&y'u-yt Lxm^ 

ifc. *!|HHoffiiaS8ar7-*^U^r^H*3-H^4i^U3r^U3j-f-H*. pcr 
MP C Rffi"C(i, 1E?|J##3 6-70 ^r^fitf* 1 l^Jf^V^f N'SWt^-fi -te >' 

f-HBf^^iT^-fV- (7^7-1^77^-) . &VIE?iJ#-^5 3 — 7 OW^ 
tit- FIK*J t . ffiMW^ ? U F'EfltOgfcfrffifllfc irtr * ? F 

liW^il)77^v- CJA-x75^7-) fcffl^fcCfcKiO, 

[0063] 

bPt-^D. ^oyys-xr^-f v-os $i>mzfflm-f&&mm\w, art 14— 60 

W -tf- a y(C ± oTiaitl,^, - 3 6 — 7 0 W W> 1 <7)*° U ^.7°^- F IE 

3?|J«-^. X(±iHiW£=?-Ft-§* 0| Ji? ?^-^F, Xa^DNA^ffl^TfS^Lfc 

[0064] 

fMnZSSSfMJTffl^-y F£\ 7*y Yu?>imffimitJB&rm&*Ettit U 
#5 3-7 OcO^vf'ii^lco^U^T^FId^iJW-gP, Xfi^-®«£ 3- F t&KV 5 ? 

[0065] 
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5 3 — 7 0^Vvf^na^^^^^^Kie^^Wri.-fe>'X#;K)TA5r^5r 1 7-KT5^ 
[0066] 

*%0J!« If Aimm v— # *° U ^7"^ F i± , -5- W rj - F § fit ^ £ *r U 3? 9 Vtt F T & 
EM#^3 6-7 0«5f^^^KiS5iJ^*t-S^U3?^l-^KSr. 

[0067] 

;K U 5 ? F^ FY^t B Wfc -$"5 D N ABrJi-fcSJ 9 tfJ U SD N Affi^r£3fi3^7<y- * - 

I^tffl^S^^^-feli, ^KSiS«77XS K (ffij. PBR322, pBR32 
5, PUC12, pUC 1 3 ) , ^m^^yyx^ F (i^F pUBIIO, pTP 5 
, PC194) . i(5i*75X5t ; (i. PSH19, p SH 1 5 K — S^SriT 

^f'J*7r-^ l/bn^^U, v^^-T^-f /Fx, Adf A n^>f ^^rifc?) 
mWV-WX, pAI-IL pXTI, pRc/CMV, pRc/RSV, pcDNA 
I/Neo^tm. 
[0068] 

V^SfcOTfci^. mtf. »Wfla&m±i: UTffl^4*?rti, SRaTot-? 
— . SV4 07n ; £-^-, LTR7nt-^-. CMV7nt-^-, H SV-TK7 

Iac7nt-^ recArn^-?- APL7n^-^-, 1 pp7nt-^- 
, T7 7D^-^i:>'S)^ SH^A^xsrarcftSJ^-li, SPOlTnt- 
SP0 270t-^-, P e nP7nt-^-^f, ISSi^IlftT'S.S^ii. 
PHO 57°n ; t— ^ — , PGK7n^-5'-, GAP7n^?-, ADH7n^?- 

ssrif^fto, zbfcmm&PBgmmeh&ia&it* ^^py>7m-?- pi o 
7Dt-^ira§. 

[0069] 

^^"TvHd?^ ^0J1«*°y^r^F^N^|Bij(c#jirf-So Mto^xi^ y br 
JK^TS>S*£(i, PhoAi^-^/FlM, OmpA^-^HS^^'. t$m±t>^{^)Vxm 

wmmTbzm-frii. mf sue 2 ■ ^y±ivmvx^t>K mm±t>> 

£ 3 - F'-T £ D N A £ffl^T . d t h . 

[0070] 

a5- ■ TVF ■ y'i^5ll' ■ ^jr^-r-f (Molecular & General Genetics) 

, 16 8*, 111(197 9)%k't,zim<ojfmtf$>h, wmzmmmt&^t, 

H\ XV vX ■ 4 >■ xyf^ny- (Methods in Enzymology) , 19 4*, 18 
2-187 (1991) , 7oy-yy/7 ■ ■ if ■ T-^g-f/F ■ T^tS — ■ ^7" 
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■ f^fxyWX • - if • X.XX— (Proc. Natl. Acad. Sci. USA) , 75 

1 9 2 9(1 9 78)5:t'(7)^fe5. a&ffl|^{±S&£?$g1£BS-r-6 fcJs, «i 
J£. A'U/f?/ay- (Bio/Tcchnology) ,6, 47-55(1988) & £ 'trf ffipyfimtflb 

6, tti. mwmm^mwMmt^ui. muz. ms^^msmmssj^mcr^h 

a—)V. 263-267 (1995) ( ^ftftff ) . ^Vnny- (Virology) , 5 2 
^ , 4 5 6(1 9 7 3) tetmcDjjmm ;»i5tU, 3|s«qH«;J? 'J F * rJ 

[0071] 

*u m.*m. mmz<?>m?&< ttix\^h . ^^-e^gt ltwu **n- 
a, mmum. n-yx^-rvA-, ^rh>. xwy. rax**, Tcsffi. aw 

U?A, «^v^^A^i:*S„ *Jt. »x^x. fc** $ yffl. £HfM*tH^£' 
*m&D LT J; ^ . mtm p H (AW 5 - 8 L v ^ 
[0072] 

9±£it C 5 7- (Miller) , iS*r—f)l ■ ^7" ■ x.?X'<})Xyy • A V ■ tly^^-y- 

■ z/x. ^T-T -f ■/ 9 X. (Journal of Experiments in Molecular Genetics) ,43 1 
-4 3 3, Cold Spring Harbor Laboratory, New York 1 9 7 2 ] U\ 

-4 3°C-C^3-2 4B$^f^V^ #®£«k>5. MM J Wf£jQ;L£.r i: «>TS 4 . 
j&^/l^JKffitf)*^ JSaH4IS«B3 0-4 0*0^6-2 4 B^t^V #KfcJ: 9 

[0073] 

lt±^#-C'fcS^««Em#:^i§*^-|>±§ifit LT(i, Witf, (Bu 
rkholder) &/J\6gffS CBostian, K. L. h „ Toy- isy?X - ■ if ■ fygf;!- 
■7*f5-'^'t^WX-^' if ■ i-IXI- ( Proc . Nat 1 . Acad . 
Sci. USA), 7 7ig, 4 50 5(1980))^0.5%#- , f'$y|$£#*-r&SDigtffi 
[Bitter, G. A. £> . 7ny-yy/X ■ Jf7" ■ if ■ tyatA ■ 7*fi- ■ Jt7' 
■t^fxyWX- t/-f -i-X^X- (Proc. Natl. Acad. Sci. USA), 8 1 
m, 5 3 3 0 ( 1 984)] IS±S±fi^P H{i#5~8K»rSi9#*T£ 

±g#(ia?S^2 0°C-3 5°CT'^2 4-7 2ff$^f^VV ^tJEtTMM^Siff fcju* 

[0074] 

«±^'H*WT*S)gM$5*«!^m*^l>*i^. 9'V^XA V*.? Mgfffi(Grace's 
Insect Medium: Grace, T.C.C. .Nature, 195,788(1902) ) K^MrffcLit 1 0%^^Jfil}t 

^mM^^Jn^fcfgffi5:^^ffl^-So mm&cop hh*j6 . 2-6. 4(=iHW-£<oa* 

ffjfcU^ tS«(i:a^2 7°CT:-^3-5nP B 1fi : ^VV ^tJEtTa^Jffif^SDiS 
[0075] 

-■2 0%C0^&Ji^m.m^tsMEMmm C+MXy-X (Science) , 1 2 2®, 5 0 1(1 
9 5 2)], DMEMtgl [ OOy- (Virology) , 8^, 396(1 9 5 9)], R 
PM I 1 6 4 omm t»— f/l" ■ ^7 ■ if ■ 7X'J*y ■ ^flDll ■ 7VyX-y 
3 >'(The Journal of the American Medical Association) 19 9t, 5 19(1 
9 6 7)], 19 9±gffi [ /By-y>/ ■ ^7' ■ if ■ Vf-fxf 4 ■ 7 ■ if ■ ^4 
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C? IV ■ ^f'fXy (Proceeding of the Society for the Biological Medi 
cine) , 7 3S, 1(1 9 5 0)] mfflV^. P H{it|j6~8-C»*^#* U\ & 

[0076] 

F>x- i o 0TM^t'WffivStt3'J^'-irta-c^T^J;v^ tgfcWtc^y^r-f 
f ?y y i -^K^mmmmM^mm-thum. mmmm?^ y * t* 

[0077] 

mmwmzitmzit&z. tizx o, sat*** jn^fc o . ^u^^F^gu^wci^* 

■fSif:<,T#4. ^>J^\mmmbLX\t. Miff, FUr^y, **b>Jy°i/>. 

i 5 t LT^ LJt^Hfl^)^ 'J F i± , >nfW A >f A y T «y -fe 

[IgffcOT] 
[0078] 

American Type Culture Collection (ATCC, Rockville, MD, USA)*>ii>A^L^ 

, b f mALummMWCaPZ i±isv-*t;^7f F^tstyry yyi; l 

TfiML^ LNCaPiM&Sr, ^ySftMmO%£#*^&RPMIfglfi(Roswell Park Memor 
ial Institute medium: RPMI)t£T\ C0 2 5»Wfl^tT. 3 7°CT'*g*L*: 0 ^ 
IgJfcWm, LNCaP«£0*SLC (ffPL H#) i^IAL^^^-^-?")^ (BALB/ 
c strain) {ZWfchtz* 
[0079] 

LNCaPffllSlxlOMS^VF UyVFO.l ml (Matrigel: Becton Dickinson Labw 
are, NJ, USA) tilAU fS?I^Sr«y- F V^X^ffai&TtSHBLfc. @ffiS 

pCSKU:«^ryKny>« (Androgen Dependent; AD), fitmJ&Bfc&fcffm 
ML/:: : )m Fny>3NKl?14 (Androgen Independent; AI) bLtZ. 

immm 

[0080] 

asv-^jtf u ^r-f F^fljv -y yw#s 
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[0081] 

l£g3.4 miiu j|$180 imcor^'n— ^f;H^tfil, 700 vcnmM^imf^fmtz „ 

*<?3», ZCOy>l>&195xm mmiOSDS-PAGEy/P (12£%— ¥ )V t6-WM&mi*f !l<) CO 
SDS^>T;WS-.y^r- (SDS2%. ^U-fen— ;H(HL 2-XM7Nx^7-;l, 
5%. yo^7i^;Py;P-0.02%. 0.05ML- yx-HCl, P H 6.5) £±at#«<bSELt\ 60 

mAT1*»L^ 0 i*»»TS. ^^7-Vy-/'J (Cooraasie B 

rilliant Blue R-350)-C"lfefeL3t o 

[0082] 

m±mm)T$ri~xzjkTLnmm'f)v±.c7)^m2m<^? ywstx#>y b corns. 
ZMio. y>i<mx-WMLx^&^v b £m->x3omcoxtf-v hK#g-&o(trz.»5G 

/L*£> 10810 (Hi). ^®^^^^©««^S.^^SV^12%^-^^Ji>195ffl ( 

H2) ^7l^;#?f #U:„ *tf>«. £*UoX!*?-yl^^ £1+233®^ >^°? 

[0083] 

Srfc, HlS.V'2ii, M4Ml^T>Kny>^fife#ttHffi)SS«tci*^l>. 

ft, il7r^;^Lt3yhi-^(;Km^, WfftJSWV? r^xT(Phoretix 2D 
Advanced Version 5.01 : Nonlinear Dynamics Ltd, UK) ^M^t^y^'^X 

[0084] 

yrA«*ihWi2;(LC-MS/M5)m:oTRjeL.Jt. rfc*^, y;H^ 7 ^ffiL 
, ^y^mb^y^yX-yiVmrntLtzCOib^l 5pi»H;rffl3-$-5M*LC-K3/K5fc 

0 0 3^9H 1 Bigft. TICURLT-Tn-r*-A»Wy 7 h^xT (SEQUEST) ^ 
[0085] 

URL: hi tp://rields.scrippy.edu/se<iuest /index, html 
& tf> NCBI -r-^^-X«URL(i?X« h\i5 r )X°fo& * 

URL : hLtp : //www .ncbi.nlm.nih. gov/entrez/ query . f cgi / 
IfrfeNCBI-r-^^-XT'lBISL^^ ^N°^M233(I^MedLine^ffl^T^t^ t Z. h 
. ^ixtT^±^ffifc^M3*tt^'#^$ifiTV^-v^>v^®35ffl^i^Ti5^, 

h h , if la imsasv-a *° >j f a* jibb § . 

[0086] 

nco? y^wiznzntz^iz. ^mmm^im^n.tzm¥mcoT^ymM&m^t- 
immn 

[0087] 

yy Knf ^iSc#ttW AJRBSv— # U f - b' eoiSjSfl 
y 7 b ^XTPhoretix 2D Advanced Version 5.01 (Nonlinear Dynamics Ltd, U 
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m5mW-^)—<^m%mmy>V^y^^n^'yh^MW\iZVhoret\x 2D Advanced V 
[0088] 

[0089] 

M±SSS^T>^ny^M*#tt«#tf^«tf^*a:^ ( P <0.05) Zi> 

^yA7flX^7 MtS*^ (Protein-identification number) £^rr„ %to. f£PN(i 
[0090] 

i*, sat, m±mmtc?)fflmm&tiivT^%^i><7)m7M$>-?tz (urn . 

ia^^y^r^K^«mwt^iwoisa, sa?ij*^i8-2 8ors/Kia 
m i irtf * u f - 1- « , mzsmtfr > k d yyimifVk&m ttzm& iz%wr&m 

[H»J] 
[0091] 

( b mmbs-?- >r;^KM) 

*SSll*rcJflvvteb bwMiBfySffiSL At>'iE#mf±IIN^«i, »^)il»ffl«Mtjt'J> 
[0092] 

1 . NP 1 : iE3?ffi£Sgffi«i : 51Sf!tt, ISMStCT^W*l^$n^lW^J»^^jE^HriTt 

2 . p s : iesw*js« : 7o^t^tt. miL^mizxm±m^mmmmn^nfz, 4m 

3 . p 3 : iEW;mALmmm 6 oim> MM^tT^ffffii^^nfcBfr^ai^^jE^mrTt 

i^ws- Mr ^ fist . mwmizmmm- h m^Lmmm&wm. Ltz . 

[0093] 

6. CaP5 :lr^JSffiffl« (7>Kn^Wtt) : 6 4j£!H£, Ifcftftftafc* , 

6 ^- h ftjwffi mj t >■ vriyy^m^mmmzmiiM^mmi^mn^titz, mmmz 
mmm-^m±mmmm^mmLtz . 
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^)JJ^UradfurdffiT/t* „ SDS-f > 77W vy 7 r - (SDS2S* 7" 'J -fen— ;H0°i. 2- 
.X/k/yTr-^y— /P5^ 7"n^ 7x— 0.02%. 0.05Mh UX-HCU pH 6.5)T'ft 

[0094] 

( roijg^-* *° U ^ F t fit* ) 

ADSO^-tf^U^n— >"[4fii#: (AB3754, Cheraicon International, Inc., CA, USA 

) 

1 1 . err s ymnm^itt^ o^t* f (mop-d : Tpii^Kt 

bM0P4 T >-9-^°U^n->'ttK* (AB5442P, Chemicon International, Inc., CA, 
USA) 

bVDAC-l->r^y 7u—><mtt¥ (sc-8828, Santa Cruz Biotechnology, Inc., CA 

, USA) 

ffi*U#9-l 9cOTSyKlE^J^irtflridS^V-^^«J^rf-K(LDN protease) : IE 
JIJ«#1 9<DT$yKI^J<^'J^T^r-'»W- 1 ) fc-frjStU **0T?> 

[0095] 

# U ^.T-f FKFf/T" CFD I AFPDEQ. AEALA VER ( WM S# : 7 1 ) 

ia?lJ#^-2 1 tOT S Jmm%%$3MiLUM-?-llKV'<-ri- K(EBNA-2 co-activato 
r ; p100) : I#lJ#^ 21^757 KffijrJOjK U F ( ge^J#^- 72) ^ L 

[0096] 

y ^7°-^ j; |ff ^ RPASPATETVPAFSERTC ( : 7 2 ) 
m^m^S OcOT S ySie^I2r#tfmrjtUffi-7-J7*°U^.r^ F (Scaffold attachmen 
t factor B, HSP27 ERE-TATA-binding protein) : W3W^3 0<50TS JWW3\<?)tf 

[0097] 

^ y j^yj- ]i K A" CRMQAQWEREERERLE I AR ( ffi^JS^ : 7 3 ) 

PIS°3 3cDT5yKffi?iJ£^trltu±J$ffi-?— ^y^Tf- FOJbiqui tin-activating 
enzyme El) : WMCDffct FUbi qui tin-activating enzyme El V)Xt / 7 n — >"f£ 
(MAB3520, Chemicon International, Inc., CA, USA) 

ffiffl t £ -mtmzTm t$3<ox\ mxtxim uz . 

[0098] 

ft"? *7 X I gG (TVk^U 7 =rX7r^— t'SIt) (115-055-003, Jackson ImmunoResea 
rch Laboratories, Inc., PA, USA) 

K^-t/^f'IgG (7M l j7tX7r^-tfll) (172-1016, Bio-Rad Laboratories, 
CA, USA) 

ffi-V^IgG (7;WJ7tX7r 9 — teUlt) (AP-5000, Vector Laboratories, Inc 
. , CA, USA) 
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(IS*) 

^fz (H4 ) „ 

[0099] 

mzm^ri i .«rsyKl^'J^^MjiKSv-^^u^rf-H(Mop-4)«K#;Cj;i> 
foP-4imimmmk^^mto*tmt>ti&i)K m^mmmxtmmtm'M i x 

Vvfc (15). 

IEM#^ 14«TS y S8iE3nj Sr-t-tf fflilBffi-e-^ *° U K (VDAC-1 ) vfaMz X t 

vmc-miE%m±umMTmi-m^< . mAmmmmximmt/muLx^tz me 

) . 

[0100] 

EM#^1 9«T5y@M£?lJ*^mrjtJS : lSv-^^ l J^.r-^F(L0N protease) <7)fii 

lon P rotease(iiE^ m ± mmmxmm^ < , m±^mmmxnm^mM L X ^ 

fc. S&fc, r>'Ha^>iSffSf^Jt^T^^ffl¥T%il^iMJDL'CO^ (17) . 

ffi*U#§-2 lcOT5ylSIE^J*irOMjtJSSv-^,-KU^r^K(EBNA-2 co-activato 
r; plOOXOfitffrKiS^ffiiSf*: 

EBNA-2 co-activator; plOOJijE^iJMffi»t^^?6K* { BA<5>tl.S^, MiM^ffl 

TVVfc (H8) . 
[0101] 

E#l#-§-3 0 Or 5 yiSffi^JSr-^trfifTtfl^ffiV-^jKU^rf- H (Scaffold attachment 
factor B, HSP27 ERE-TATA-binding protein) Ofitflsfc i & J&tfJijiSII : 

MLX^fi:. ±fc, ryHnyyfe#||Wb^r^te#l¥T^il#-«^LT^/i (09) 

[0102] 

ffi?lJ#-^3 3 5 yKge?iI^#tfHfrjtJ5ISv-*^y^rf- KOJbiquitin-activatin 
g enzyme ED^fiiftcCJiSttffiigJR : 

Ubiquitin-activating enzyme Eltel^i^^rfPirf^KK , friJSjSffllifC 
ttlfcKtfiffiinLT^fc. sifc. r>Fn^>ffi#mcit^T#ffi#l¥T-?Sii^«^tT^ 

£ ( HI 0 ) . 

[0103] 

^7 -^'ailMiiE (RT-PCR) (c J: § jtfjf 

— ^y^r-J-KSrn— r-'-TS. MiM#-^5 3^4. 7 0 OmRNAllJll^/t^ RT-PC^ffl 

l^iJKfi«4J^niRNA^lt|tB^. ISOGEN RNA ^ffi^>y b(IS0GEN RNA isolation 
kit, IS0GENa)£fflV^TSK^!l#«OttSWK-?-r>Tff*O. RT-PCR(4^*5HNA LA 
PCR ^yt-Ver. l.l(Takara RNA LA PGR kit Ver. 1. 1, JM) £ 

mv^x&mioij ; mzm^xntc5(6) . 

[0104] 

■f=5r*>^, II HI cDNA(igRNA (1.5jug)$:'T>7°l/-bk LX&fS£t&. y>¥l>. 
^-tf-V— (Random hexamer, 50 pM)£5 mM MgCl 2 , 1 x RNA PCR SgWffi, 10 
mM dNTP mix, 20 U U i£% 9 UT—HmWm^t£KmW.X30°Cl0^^ 55°C15# 
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/xHC2.5 U Tag tfV*?—- br^^gis) , 1.5 mM MgCl 2 , 1 x RNA PCR M 
WW., 10 raM dNTP mix, ^UT, 7t7- K77-'f U S^~^y°7 1 V— ^5" 

^l-f'^20 pM^Jn-i. DNA -7;P+M?7 — (ASTEC. |g|K|) £ ffl^T35+; ?;H#ifl 

[0105] 

mRNA X(±DNA-C"*^ 0 & fc, TaZmWlZMf&W&flr TNCBI j i4. -f-y<.-x Nationa 
1 CenLer for Bioleclmology In forma Li on SrSWL, r PNj (i, 0 1 2 OfEM 

[0106] 

f4. KIAA0336jtE^M%«T 5 ./filial?" t . ISfflG^^fi. Hm'cDNA 5 -I 7" 5 'J - 
fctffRftSfVC^i. NCBI Accession No. 7662062, PN:029 

(4, TAR RNA-ffi5#Ffl^WN°7^ (TRIP TAR RNA-interacting protein, TRIP) X 

^a^jJTr&^^fSeSftT^?,. Reed (1998) «fc 0 «JJfefficDNA5>f 7 7 'J -frbft 
« 3 il .. MST*83kDfiA*SDS-PAGET14160kD&£O-C . ^ -f "7 -IM L T ^ 4 t * i *Vt V > 
I. (Wilson, 1998) „ NCBI Accession No. 4758690, PN:041 

(le^js-^- : 3 ) ^wnm±®cm'?-ti7t! ) )^Ti-Y : <7)T$ summit?, mm 

(4, RAD50 T^^Oi?" (RAD50 homolog: S. cerevisiae ) COTS. ySffiE#rCt>#>£ „ IS* 
a *? -1 )V X commit 9 V n 9 JC (oncoprotei n) k RAD50-MREll-NBSl«-&ffc£ 

^rsi t § ^ffltt * ^ ^ t tmm £ ixt t > h , 

NCBI Accession No. 19924129, PN:045 
[0107] 

S4. fiffl^y^r^HFLJi0839^T5yg$H^JT-i,#^„ sap*?— yffifohfzth, mm 

NCBI Accession No. 20471264, PN:049 

(4, en -f i-yPPR-*?— (Lcucinc-rich PPR-motif containing) jtfei^J 

NCBI Accession No. 18959202, PN:054 
[0108] 

(B£M#^ : 6 ) 4^mcom<imm-7~A^v^y"^¥coTsymmm^^. mm 

(4. RNA ^y^— (f KIAA0801 (RNA helicase KIAA0801) ySEE^ITt fcS 

0 NCBI Accession No. 7662318, PN:057.2 

(4, JLb*^^- yiStt70f7-tf 7 (Ubiquitin specific protease 7) «TS 

* T *° b - > X S: fflffirT S m fUffl ^ > v n° y t •& k IRS ? ^ h . 
NCBI Accession No. 4507857, PN:058 
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[0109] 

mmm^r : s ) *minm&mv-*#v^7'^\ : <DT$smffl**rt. mm 

(4. %fl^M,(c a 2+)mmmmmWmmim7>^7m (Calcium (ca2+) homcostas 
is endoplasmic reticulum protein) COT 5 JMS&lX'h foh . Kc 

NCBI Accession No. 18204653, PN:061 
[0110] 

mmm^ : 9 ) *wmmiLmm^~%xv^y°i-Y<nT%JMmi\ik^-f, mmm 

i±. MGC21133^y^°^M (Nucleoporin 133kDa, Protein for MGC21133) COT^JM 
t^oW&fffoh. NCBI Accession No. 18043079, PN:065 

mmm^r : 1 0 ) ^uj^miJSS^-^^U ^Tf - Y<DT 5 yiSEm^K ISIE 
M(4. RNA "sU#— em&fy^fM (RNA heli case-related protein) Xi^OW 

PftcDNAy f :/ y '.;-'C'«ti^ §*L. t f - ;Jf 9 XiK K 7 Y 5 1 i — (DEAD box 

protein family) NCBI Accession No. 11267525, PN:069 

[0111] 

( iE?ij#f - : 1 1 ) *jffleom$m%r?- * +° 'J ^r* k^ot 5 y kie?ij s ^-r . ilia 
t7y-Aiw^y^7*«f)iip«t'it"^fyi:i^, y>xy- rai&s-frs 

■li^'fg&SiX-OiS. NCBI Accession No. 11990422, PN:070 

( mn^ : i 2 ) *sws«i!ri«aiv-* * y ^r^- s y kib^j . kie 

Wi. -f >'X U > «Jl!t^ ( Insul in-degrading enzyme ) OT 5 y BSJflTCk & 6 . IS 

NCBI Accession No. 20548083, PN:091 
[0112] 

( mmtt : 1 3 ) 4^«1fcfflSSr?-;«r # V ^y'-h YCOT 5 y KIE^'J £ ijr$\ ISIS 
MCM5 S~yn^y-7-,ffif$^|T(|5, fflMftWtf~4 ?;l/4 6 (MCM5 minichromo 
some maintenance deficient 5, cell division cycle 46 (S. cerevisiae) ) jy. 

fififtwr 5 ysEM-cfc *4 . M3tc^M«±. Burkitu ysmTmi-?& z t tm 

§§ttTVi|> 0 NCBI Accession No. 13177775, PN:0102 

•'ijii, „ if - 1 ..'f f I ">M?f 1 (Voltage-dependent anion-s 

elective channel protein 1 (VDAC-1) ) (JOTS yjglE^K foh . W.9 y^7W2B 

NCBI Accession No. 130683, PN:231 
[0113] 

mm&*§r: i 5) *^jc7)tfrjtjisv-^*ru^r^K«rsy@sie?i]^^-r 0 isbe 

*K±» Tcrtt'fy (Prohibitin) <P>T 5 yiHJ5iJTt> «, 7'ntt'fyH, DNA£-(£ 
NCBI Accession No. 464371, PN:244.2 

kwm^r : 1 6 ) ^^^twiJM^-^^u^rf-H^rsyiswi*^-. mm 

Mi, -7Xf771 ^y^°y©(Ni P Snapl protein)«T 5 yKE^Tt . IS^V 
^?frti, C.Xl^^yX(C.elegance)Sfefe*IIle0it^a!B9tS<HL-. ffliaftH&P» 
(■-Wffi-r^-t^'fBS^tlT^So NCBI Accession No. 17380144, PN:258 

: i 7 ) *^j«midi^-*^y^T^K<7)TS yfts^j^^-r. mm 

^.n^islsFHri/y 4 (Peroxiredoxin 4) COT $ S&WfflTi>fo& <, M? y 
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NCBI Accession No. 3024727, PN:259 
[0114] 

( ffi*ii#-f - : i 8 ) i^wmry f n y y«#tti(r±iKar?-* . sy'7 >Hny># 

^'-tfT'JL— >y hSRnBOO (Splicing coactivator subunit SRin300 ) «T 5 y 
1SK?|JT^&I> 0 |Jr9-7"^-.y FSRm300{i:. RNAlS^tt^ U ^-T^ KfttP 
AT-aH«fe^H^fc"i: LT^ixT^S , SRM160^fflfl&rair^^LT . 
/H*l£#£U SRM160/SRM300^y 'J-Fxy?M *>W&rm®&\Z.Wtth Z. t tiW 
^ZtlT^Z* NCBI Accession No. 19923466, PN:002 

#fe#ttHtf»B^-^ =5: 5 tf? U ^T? VCOT 5 y BS20TC* & . flfcftJftffitfT > F n 

*tD/ (Lon protease homolog) <7)T5 yKffi^JTtft-S. K*^n^{±, DNAflffi 

NCBI Accession No. 12644239, PN:092.2 
[0115] 

( mmm^r -.20) ^wmr> f n ^te^ttiratfar?-* . s^t >fo^># 

'147* 5 J'^'f-y— -If (Puromycin-sensitive ami nopepti dase ) CT>T 5 yjSSIE^'JTl) fo 

h a m^Ti-r-^imm^y^vcDm&t. MMtmk&nmz&m^yv^T— n-v 

kW^CthZ\kffiW^^:flXV^. NCBI Accession No. 2499902, PN:099 
(ffi^JS-^ : 2 1 ) FnyyK^ttla^fl^ffi-e-^. at/TV Knfy# 

^Bafttfcow-rs t , %m-?-Ji<»%mt±m--?h« tmimt. ebna-2 37;^ 

— y (EBNA-2 co-activator (lOOkD) ) <?)T 5 yB£gd?lJ"Ck#>& „ EBNA-2 

- ? (4 , ffSIfef WfflKS: vS'ffi-ft L , /j^EBVMi$^B«^lE¥(c^lTft 0 . 5 S> K 

y a y ^ a ^Si«y -5->^fc:RW--tS i t tfa^frcvs . 

NCBI Accession No. 7657431, PN:116, 088 
[0116] 

( Wmm^r : 2 2 ) *m\0>T> F o , ftt/T > Knfy# 

f£ffttff£iysv-# t ^ >j f^t 5 y sswcfcs . m^mm^ry v o y 

^.y^-FD*7^^ny'(JKTBP)OT5y|gIS^jT-t l )5-g.„ sJM^ny^Wcy RNAiO^T 

NCBI Accession Nos. 7446333, 4512253, PN:223 
[0117] 

( EM#^ : 2 3 ) «b|«7> f n y>tt#ttfr±jftffiv-# . axxr >- f nfy# 
K^ttifrjtsss^-^ t^^'j ^y-f- f <7>r s y KE^j-cfc & . msmnfir y f o ? 
y^mm^wm-hk. %m-?-*v>fmt±M--th . mm&. Gw-m^f±? y^? 

I^-^I^tO/ (CTP-binding protein beta chain homolog ) (T>T = JWiW>¥\X 
i>fc&„ i*tn/(i, GTP-^tt^U^y^F^^^&ay, HMC m&#V 

i2.3*ft LT%Qt-,n, vysmmimm. ^y^vyKtmm-m-iy-cht^v 

bRACKl (Rn . 2568) <n Is* T 5 - k WM^ S d t * t* $ ^LT V ^4 . 
NCBI Accession No. 5174447, PN:233, 237 
[0118] 

( : 2 4 ) -frwrnry f a y vte#tt«r±«8Sv-* . &c/y y f oy>^ 
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mf\m±mm^-Ah^^j^T^ vcot s ;mmvib& . foys^Ty Hny 

>%>&-f>rS7 l S. (Nuclear chloride ion channel protein) «7S y Mi^TC 4> S> 
£ 0 NCBI Accession No. 2073569, PN:243 

( em#^t : 2 5 ) *^Rj«ry f n yymmmzjSBti?-* . wit > f ny y ^ 

«c#ttHtrit^Sv-* fc&SiKLJ'O--* b'«7S y BSSnr? 1 ** . 1ujt)SS//T> F'ny 

> fiEMW^k&ikWM 1 *t07' (William-Beuren syndrome chromosome region 1 h 
omolog) CDT^JWmm'C-i>h&» M*^uy{i. Wbscrl ftfflXT^^tl, Stf 
William-Beuren^imfe^flM ltf* n^i: t/tffl*>*U ■ENAfflfflOl^KCjtf' J 

NCBI Accession No. 18204592, PN:251 
[0119] 

(ffiMS^r : 2 6 ) ^JtWcoTy Yu?y&gffi$l3flBa&?—il* WJTV Fny'y^ 

tttrtt ntr ijas ft & *° u ^.t^ iwsy wgmz-s> & . m ^asas^T y f n y 

2 (Antioxidant protein 2 ) COTS. JWW3Wi>foh „ M?>^1?Wt±. MMCO 
NCBI Accession Nos. 1718024, 4758638, PN:266 

mmm*§r -.2D ^wmTy vrtyyim&mzmm^-x. wiTymyy^ 
ffif&mzms?-* 1 4* # o ^r-r f<t)t 5 y mwiTi>& . toyaws^ry f n y 

>' 1 (Peroxiredoxin 1 ) «7 5 /SEfHTifti . ^^i- F F 7 y >' Hi. W 
flSl*Ic03flKffc*:**iH*irt-l. - £7?£WH^ fcTNFaO^y'^MS^&ri y Fn-;FLT 
ti 0 . MitX F F XT^mil^-* t ^ o CI t *i«S SftT l^i . 
NCBI Accession No. 548453, PN:284 
[0120] 

(E?|J#-*?- : 2 8 ) #8ffl<nT> Yuyytmmiiam?—** WlTy Fny>^ 

m^'\m±mm~?-ti i: ft £> * o f cot s y KEarca 4 . ifcSBftastfr y f n y 

>f V 7 A(Cofilin, non-muscle isoform ) (18 kDa 'Jy^'J^/f 1W7S 

jwm^'hfoh* mTAvy-A-Mt. T9-i~ytmsh. ^<mmm^mr^mm 

NCBI Accession No. 116848, PN:297 

(ie?ij#-§- : 2 9 ) ^wmT> Yuy>m^m±mm?~%. jwr^Knyy* 

flc# tt fM?Bv-# 1 ft -§> # 'J ^Tf- H <0T S y SEWC* 4 . ffiAflftfttfr V F n y 
lay >-^'— y>-^^yW (Kruppel-type zinc finger protein, PEG3) COT S, /WiMi 

yz-tzt ssttffl*t s « -cMSWiij ^ y f t #i t v ^ . 

NCBI Accession No. 11494024, PN:028 
[0121] 

( rnmrn^- = 3 o ) *%uj^t> f n y ytsffttm^iBDSv-* . avr y Fny y# 
tt#tttfr 1 ft * # »j ^y°^ f cot 5 y Basu-r* h . m±mm^T y f n y 

y#fs#'E^»tf -rs t , mm~?-%comi\mT-th> mimt. 7477^^77 

y -yfy yFH^B. X«iHSP27 ERE-TATA-fe^-fty y^N°y® (Scaffold attachment f 
actor B, HSP27 ERE-TATA-binding protein) COT 5 y®Sffi#iJTt> feS . I^y y^^°y 

iisP27Tn^-y-s^yy^°yT", #fflfL^«7-f y<7)SrtT j ^lL. 

WJEHiie^lS«i;#i.^tL'CV^o NCBI Accession No. 21264343, PN:043 
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mmm^r ■. 3 1 ) *?raor> Fny> fe7¥ttirafcgv-#. mirvY^y^ 

3i^>v\°^®130 (Spliceosome-associated protein 130 ) £0T S J ISIE^JTk fe£ <> 
U?>WKIZ. X77'fyy^if3b,t7'a-7 F 3 ( 130kDa) 75-f -fe^V-A 
^^KU^T^F 130=5: fc'fc LT*afeil. ^y-At;B^TM^£S^r*SF3 

NCBI Accession No. 11034823, PN:059 
[0122] 

(IEM#^ : 3 2 ) *W%C0T> Knt>Mffif41S?-*, M'rvKnf>^ 
ftcfftttfTirlHSv-^ t =5: § *° >J ^T* F «7 5 J ISIE^T* h . fteBtSfctfT > F n y 

il-SlimY" I'.hfeMaffl.O?. 3 (Squamous cell carcinoma ;an I i yen recognized by T eel 

is 3, sart3) coT^jm&m-zhhh» tmmi. mm^mmmm^mmLxmm^ 

NCBI Accession No. 7661952, PN:062 
[0123] 

( mnm^r ■■ 33) *wmr> f n yxs^ttHtfis^v-^ . rut > vw>ft 
im&m#m&7-*> fc #>j For $ y Knarc** . tfaygys^r > f n y 

IE1 (Ubiquitin-activatiug enzyme El ) <T>T 5 S&g&lTh fo& . it'^f-yvStt 

t fe-S- . * X y- F £ BUM § tr £ £ t $ iVC V > 4 . 
NCBI Accession No. 4507763, PN:074.2, 078 
[0124] 

(ffi?U#f - : 3 4 ) *mi0)T> Fny>ft#ttHuirflS^-^. Fny>^ 

fic#ttfr3tssisv-^ t iff 'j fot 5 y wgmvs>& . iraiRBtf I T>' f o y 

yopherin)-^.-^ 1 , Xtt-f ^^f-^ (importin) ^— ^ l«OT S y®?lE?yC'fcfcS. 

wwrfMWi, m^y-rm toy >^°y t tx . z<7)?>^?zMmm> h m 
fvm&ssu Rmtifc^&ztiz£vmmimT^&^tj)m^zKx^&,, ncbi a cc 

ession No. 19923142, PN:103 

( mm^ : 3 5 ) *wmr> f □ , at/r > f oy>^ 

fSffttfr^isssv-^ h&szfv'j For 5 y bswc*s . MLSBSJStfr y f n y 

ISSv-^0^(±f£Tt--&„ ISIE^iJti. hal225 jlfs^ft 
(The hal225 gene product) «7i yBSK?CC WS&fFfflMZ. t F a ?'7F 

NCBI Accession No. 577295, PN:118 
[0125] 

( BBM#^r : 3 6 ) ffi^iJS-^ 1 OliteJKSv-# IT^yir- F ^3- F^-SmRNA Xfi 

cDNAsoy y vmrntt*?. 

( BEM#^ : 3 7 ) 2 O H&fi8£v-# iK U ^Tir- F £ 3 - F f § mRNA X«2 

cDNA^y y f FWJ^Tj^r. 

( ffi^lJS^- : 3 8 ) 3E*[#-^ 3 <7)t±§a7-/v -ifJ ^r^- F * =?- Ff-^mRNA X«± 

cdnao y y w^-f - FiE?iJ&^-r« 

(lE^JSf- : 3 9 ) E^J#^40f!fjt)SSv-^^'U^r-f-FS:=J-F-r-g»niRNA X«± 
cDNAtT) if y F-^-f - FIE^iJ^^^o 

( WM^r : 4 0 ) 1E9US# 5 ^mfiffiBS^-^ ^'J^r F S- K^4i*NA Xi± 
cDNAcoy y F.-tf- FIE?iJ'r^1- = 
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[0126] 

( wm^r : 4 1 ) wmn e com±^m^~^ ^u^f - f £ f-$-*i*na xii 
cDNAO ? l t- f - Kie^j^^-r. 

( ffi*il#-f - : 4 2 ) ffiJUS^ 7 colt ^U^r^- F *■ =r- F ^"^mRNA Xf± 

cDNACOJf ? Ytim&^-f. 

( iem#-^ : 4 3 ) mmns cnm±m&^-^ iwvr* v s- n— f-^&iurna x«i 

cDNAW j? ? FIS?iJ£ ^ s 

(I»?:44) lE9U#-^9<7)1ui«8Sv-*!jf!;^r^HS-=i-H^-Si*NA XJi 

(IEM#^ : 4 5 ) lE^JS^ 1 0 COmiLf&m^-JtmJ^Ti- H^SnHNA X 

[0127] 

(mm^ : 4 6 ) IE»^1 l ^wtt^ffiV-^KU^T^ F*£3- F^&mRNA X 
ttcDNAO^ ? lx^-f- FlBMSrSrf „ 

(EJIJ*^- : 4 7 ) 2W|frjtMlg-7-^*.°'J^T^KS:3-F-rSinRNA X 

(icDNAcO^ ^ U-Jf^ FEM&S^~„ 

( IEM# 5:48) IE?'J# 5 1 3 CO iff YrKlS V- * *° 'J ^7"-?- F & a - F S mRNA X 
{icDNAcO^ ? Usj-^ FWJ£^t\ 

( IE?lJ#^- : 4 9 ) IE?[JS-^ 1 4 COHtfidKUSV- * *° 'J ^Xf~ F £ 3 - F -f 3 mRNA X 
ticDNACD* ? V** FKfl[*Sr$\ 

( @E?iJ#^ : 5 0 ) SEM#^ 1 5 «0M3UiR«^-**f 'J ^Tf- F £ 3- F -f S mRNA X 
tecDNAcD* ? YWRteTZ*. 

(lEWf- : 5 1 ) 6WlTiMv-*^U^7-^h*S3-H-r4iiHNA X 

(icDNAOjf ? ^-T- FIM£5rt. 
[0128] 

(lE^JS-^- : 5 2 ) 7^frTt)«^^-^^'J^r-f- Fi-3- FlT&mRNA X 

ticDNACD.5? ? FIE?'JSr*-to 

(IE?iJ#^- : 5 3 ) 1 8cOMiJRS5-7-^!ff 'J ^7°f- F£n- F-f SmRNA X 

(±cDNA£D3? ? V-^-f- FSE^JSrSrt. 

(IE?iJ#-f- : 54 ) 1E^IJ#^1 9^mrjt)SlS-7-**° l J^r^-F€r3-F'f-SraRNA X 
(IM*^ : 5 5 ) IE?'JH^2 0 CDM^JRBffiV-^&niRNAXtScDNA^ ? ^ FIE 

(lEMS^f- : 5 6 ) lE^'JS^-2 1 aym±mm-7~^)^7'"h F£a- Fi^mRNA X 
(icDNAcDi? 9 Vtt FIE?'J2r7Kf\ 

dM#-§- -.57) 2com±um-7~^^<j^r-h F^^-F^mRNA x 

(icDNAOJf 7 U-^-f - FlEM^^o 
[0129] 

(IE^iJ#-f-: 58) IE^JH-f-2 3Wmrjt)SlS-7-^^y^.T^F^3-F"r§raRNA X 
ticDNAcDj? ? FgE^J£^rf\ 

(BEM#-f- : 5 9 ) jE^JS^240MAJfi8Sv— ^*r>J^7--f-F*3— H-TiiiRNA X 
ttcDNAcOjr ? FIE^J£^\ 

(BEM#^ : 6 0 ) IEM*^2 5 COfflfidfiSSv-^^U^T^ F-£a- F-r-SmRNA X 
(icDNAOj? ? U ^f- FWJ2r^t\ 

(IEMS^-:61) IE^m^-2 6c0p±Hffi^-yy^U^.T^F^3-Ff-SmRNA X 
ticDMCOZ 9 FIE^J^r^-To 

(IEM#^:62) IE^J#^2 7^mrTtMffiV-^^U^T^F?r3-F^-^raRNA X 
(icDNAiO^ ^ l^^-f - YU¥W^to 
[0130] 

( lE^JS-f - : 6 3 ) 2 8 e0iTiJB8Sv-*^ U ^.r^ F £ ^- F raRNA X 
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(ffiM#^:64) iB^#^2 90Wid^V— *^U^7"f-h**=I— F-ffiiiRNA X 
ficDNACD* ? Vtt VEifm^-f. 

: 6 5 ) mm^3 o coirid^^— j^u^t*- f r^mRNA x 

(ScDNA«5 ? F-jff- KlE^lJ^-f o 
(I£M#^ : 6 6 ) ffi?tJ#-^3 1 WlTiJfelffiV— J^r-f - Fl^SmRNA X 

(icDNA«^ ? U-^-f - Hffi^iJSr^o 

67) lE9U#-^3 2<^lriUi8Sv-*iKU^7"^H*3-H-*-4inr X 
(icDNAO^ ? F-^-f FIEfllfc^. 

(WM&tjr : 6 8 ) IE5U#-f-3 3 Fin- H^SnHNA X 

SicDNAc^ ? l^jj-f - FWJ^Scto 
[0131] 

(BSM#^ : 6 9 ) mmn3A^m±Um-?-^J^')^7°^ KS:3- F^&niRNA X 
ttcDNAO^ ? F-jff- Fia?iJ^^t"o 

(E5lJ#^-:70) ffi#l#-^3 5^|frTtjSlB-7-^*.°'J^X^F2-=J-F-r-SraRNA X 
(icDNAcO^ ^ FirM&Sr3~„ 

: 7 1 ) IC^JS^l 9^l|frjiJKffiV-^^U^r^F^'J^X^FBT^^ 

( lE?iJ#f - : 7 2 ) ffi^JIg^ 2 1 M jtJSSv- * *° y ^XiF F O*" U ^T^- F Wfr<7) 

( E?iJ#^ : 7 3 ) 3 0 ^if?jtHffi-?-#*° 'J ^Tf- F(7)^ 'J ^Tf- VWifrCO 

[0132] 
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[Hi] Hi ^TX>'^^Mffi«tfi£^fcv^c6-10%^JffiSffi^cDT^'n-X2 

[H2] H2«. ^i&^7y^7mmmizm^^tzi2%msm-v^coT^\=t~x2 
[H3] H3«. T>Yvyymfm-. mfT>vvy>W{mmiz&^x , mimmz 
[H4] H4«. m±mm^~^t'u^y'^vx'h^d5ocom±m^mmiz^ir^?m^ 

[H5] I5tl fflllSv-*^ u ^-ri- F -ca $>Hop-4crm±^m&mtz& v&mL it 
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[07] H7(i. HUTyg^v-yy^y^r-f h'Ti&SLCN protease^lifr^&ffli^C&H 

[H8] H8li, m±B'M'7~At° ] J^.y°^¥T$)S>EmA-2 co-ac Li valor; plOO^Itfjt 

[H9] H9(i:. HUiJaSv-^sKU^r^H-CftSScaffold attachment factor B, 
HSP27 ERE-TATA-binding protemff)m±Bmmmi r Z&f^^m^^mm<.m^mT 
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1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 

[Detailed Description of the Invention] 

[Field of the Invention] 

[0001] 

This invention relates to the diagnosing method of the prostatic cancer using the antibody to 
prostatic marker polypeptide and this polypeptide, and this polypeptide. When it states still in 
detail, it is related with the diagnosing method and the medicinal composition for a therapy of 
the prostatic cancer which used specific marker polypeptide, the antibody to them, this marker 
polypeptide, and an antibody for an androgen dependency prostatic cancer and each androgen 
non-dependency prostatic cancer. 
[Background of the Invention] 
[0002] 

Although prostatic cancers are male morbidity primacy and the cancer of the 2nd place of 
mortality rate in the U.S. and the patient number is increasing rapidly under the influence of 
aging and West-izing of a life even in Japan in recent years, since a prostatic cancer does not 
have an initial symptom, it is discovered in the state of the advanced cancer accompanied by 
metastasis in many cases. 

Although the prostatic specific antigen (Prostatic pecific Antigen; PSA) is widely used as a 
tumor marker of a prostatic cancer now, By diagnosis using PSA, there are problems, like there 
is much false positivity and the border area of a good nature and malignancy is large (nonpatent 
literature 1), and a new tumor marker has been examined. For example, the tumor marker 
originating in 20P1F12/TMPRS2 which is the cell surface serine protease adjusted by the 
androgen of prostatic cancer singularity (patent documents 1), It is a tumor marker (patent 
documents 3) accompanying discovery of C type lectin film penetration antigen (patent 
documents 2) revealed in the Homo sapiens prostatic cancer, and much other prostatic cancer 
specific protein, etc. However, the prostatic marker which enables diagnosis highly accurate until 
now was not discovered or put in practical use. 
[0003] 

In order to increase, a male sex hormone (androgen) is required for an early prostatic cancer, 
therefore an androgen interception therapy is performed. On the other hand, in order that this 
prostatic cancer may acquire an androgen non-dependency and may begin repopulation, the 
effect of this interception therapy is usually lost within two years. Therefore, since many patients 
will die within one year if a prostatic cancer acquires an androgen non-dependency, Although it 
was important to judge whether a prostatic cancer has acquired the androgen non-dependency, 
the prostatic marker in which acquisition of an androgen non-dependency is shown did not exist, 



and had not enforced any cures other than hormone therapy since the early stage to an androgen 
non-dependency prostatic cancer. 

[Patent documents 1] The ** table No. 517185 [ 2002 to ] gazette 
[Patent documents 2] The ** table No. 507042 [ 2003 to ] gazette 
[Patent documents 3] The ** table No. 520054 [ 2002 to ] gazette 

[Nonpatent literature 1] Chan DW, Sokoll LJ. Prostate-specific antigen: update 1997. J IntFed 

ClinCheml997;9: 120-5 

[Description of the Invention] 

[Problem(s) to be Solved by the Invention] 

[0004] 

This invention Androgen dependency prostatic cancer marker polypeptide and androgen non- 
dependency prostatic cancer marker polypeptide, It aims at providing the diagnosing method and 
the medicinal composition for a therapy of the prostatic cancer which used a specific antibody, 
this marker polypeptide, and an antibody for this marker polypeptide. 
[Means for Solving the Problem] 
[0005] 

This invention persons took out protein from prostate cancer tissue, combined the agarose 2DE 
method, liquid chromatography, or tandem mass spectrometry, and analyzed expression protein 
with a proteome analysis. As a result, polypeptide which newly serves as a marker of an 
androgen dependency prostatic cancer and an androgen non-dependency prostatic cancer out of 
protein registered into a Gene Bank database was able to be found out. This invention is made 
based on this result of research. 
[0006] 

Therefore, this invention provides prostatic marker polypeptide including any 1 amino acid 
sequence of the array numbers 1-35. 

This invention from any 1 amino acid sequence of the array numbers 1-35. Variation polypeptide 
which derives an antibody production to prostatic marker polypeptide which includes an amino 
acid sequence which varied by one or more amino acid residue substitution, deletion, addition, 
and/or insertion, and includes any 1 amino acid sequence of the array numbers 1-35 is provided. 
[0007] 

This invention provides a polypeptide fragment which derives an antibody production to 
prostatic marker polypeptide which is following (1) or a polypeptide fragment of (2), and 
includes any 1 amino acid sequence of the array numbers 1-35. 

(1) Prostatic marker polypeptide including the array number 1-35 any 1 amino acid sequences; 
reach. 

(2) Any 1 amino acid sequence of the array numbers 1-35 to one or more amino acid residue 
substitution, It is the polypeptide which derives an antibody production to prostatic marker 
polypeptide which includes an amino acid sequence which varied by deletion, addition, and/or 
insertion, and includes any 1 amino acid sequence of the array numbers 1-35. 

[0008] 



Furthermore, this invention provides a diagnosing method of a prostatic cancer detecting at least 
one sort of prostatic marker polypeptide including any 1 amino acid sequence of the array 
numbers 1-35. 

This invention provides a diagnosing method of an androgen non-dependency prostatic cancer 
detecting at least one sort of prostatic marker polypeptide including any 1 amino acid sequence 
of the array numbers 1 8-35. 

This invention provides a constituent for antibody manufacture which has singularity to prostatic 
marker polypeptide containing following (a), (b), or (c) including an amino acid sequence 
indicated to any 1 of the array numbers 1-35. 

(a) Polypeptide including an amino acid sequence indicated to any 1 of the array numbers 1-35; 

(b) Any 1 amino acid sequence of the array numbers 1-35 to one or more amino acid residue 
substitution, Polypeptide which derives an antibody production to prostatic marker polypeptide 
which includes an amino acid sequence which varied by deletion, addition, and/or insertion, and 
includes any 1 amino acid sequence of the array numbers 1-35; it reaches. 

(c) It is a polypeptide fragment of (a) or (b), and is a polypeptide fragment which derives an 
antibody production to prostatic marker polypeptide including any 1 amino acid sequence of the 
array numbers 1-35. 

[0009] 

Furthermore, this invention provides an antibody which has singularity in prostatic marker 
polypeptide including any 1 amino acid sequence of the array numbers 1-35. 
Furthermore, this invention provides a method of manufacturing an antibody which has 
singularity in prostatic marker polypeptide including any 1 amino acid sequence of the array 
numbers 1-35, including medicating mammalian with said constituent for antibody manufacture. 
Furthermore, this invention provides a medicinal composition for prostate cancer treatment 
containing at least one sort of antibodies which have singularity in prostatic marker polypeptide 
including any 1 amino acid sequence of the array numbers 1-35. 

Furthermore this invention an antibody which has singularity in prostatic marker polypeptide 
including any 1 amino acid sequence of the array numbers 18-35, A medicinal composition for 
androgen non-dependency prostate cancer treatment contained at least one sort or a medicinal 
composition for androgen non-dependency prostatic cancer formation inhibition is provided. 
[0010] 

Furthermore, this invention provides a kit for prostatic cancer diagnosis containing at least one 
sort of antibodies which have singularity in prostatic marker polypeptide including any 1 amino 
acid sequence of the array numbers 1-35. 

Furthermore, this invention provides prostatic cancer Ma PU CHIDO including any 1 amino acid 
sequence of the array numbers 18-35 with a kit for androgen non-dependency prostatic cancer 
diagnosis containing at least one sort of antibodies which have singularity. 
Furthermore, this invention provides a nucleic acid probe for prostatic cancer diagnosis 
containing the following (i) and (iii). 

(i) Polynucleotide which has any 1 nucleotide sequence of the array numbers 36-70, and a 



complementary nucleotide sequence; 

(ii) nucleotide fragment; including any 1 nucleotide sequence of the array numbers 36-70, and a 
partial sequence of a complementary nucleotide sequence — or 

(iii) They are polynucleotide including any 1 nucleotide sequence of the array numbers 36-70, 
polynucleotide hybridized under stringent conditions, or a nucleotide fragment. 

[0011] 

This invention provides a diagnosing method of a prostatic cancer including detecting at least 
one sort of polynucleotide including any 1 nucleotide sequence of the array numbers 36-70. 
A primer for prostatic cancer diagnosis this invention is furthermore characterized by that 
comprises the following (reverse primer). 

A primer for prostatic cancer diagnosis (forward primer) which consists of a nucleotide fragment 
including a partial sequence of any 1 nucleotide sequence of the array numbers 36-70, and any 1 
nucleotide sequence of the array numbers 36-70. 

A nucleotide fragment including a partial sequence of a complementary nucleotide sequence. 
[0012] 

Furthermore, this invention provides a kit for prostatic cancer diagnosis containing said nucleic 
acid probe for prostatic cancer diagnosis. 

Furthermore, this invention provides a nucleic acid probe for androgen non-dependency prostatic 
cancer diagnosis containing the following (iv), (v), or (vi). 

(iv) Polynucleotide which has any 1 nucleotide sequence of the array numbers 53-70, and a 
complementary nucleotide sequence; 

(v) nucleotide fragment; including any 1 nucleotide sequence of the array numbers 53-70, and a 
partial sequence of a complementary nucleotide sequence - or 

(vi) They are polynucleotide including any 1 nucleotide sequence of the array numbers 53-70, 
polynucleotide hybridized under stringent conditions, or a nucleotide fragment. 

[0013] 

Furthermore, this invention provides a diagnosing method of an androgen non-dependency 
prostatic cancer including detecting at least one sort of polynucleotide including any 1 nucleotide 
sequence of the array numbers 53-70. 

A primer for androgen non-dependency prostatic cancer diagnosis this invention is furthermore 
characterized by that comprises the following (reverse primer). 

A primer for androgen non-dependency prostatic cancer diagnosis (forward primer) which 
consists of a nucleotide fragment including a partial sequence of any 1 nucleotide sequence of 
the array numbers 53-70, and any 1 nucleotide sequence of the array numbers 54-70. 
A nucleotide fragment including a partial sequence of a complementary nucleotide sequence. 

[0014] 

Furthermore, this invention provides a kit for androgen non-dependency prostatic cancer 
diagnosis containing said nucleic acid probe for prostatic cancer diagnosis. 



(Definition) 

A term "prostatic marker polypeptide" used on these specifications means polypeptide separated 
into the Homo sapiens prostate cancer cells which were extracted from the Homo sapiens 
prostate-cancer-cells extract, and were produced by developing on gel by agarose two 
dimensional electrophoresis from a specific spot. Although this prostatic marker polypeptide is 
polypeptide generally revealed from prostate cancer cells, there are some from which an 
expression amount changes characteristic in prostate cancer cells which acquired an androgen 
non-dependency. The prostatic marker polypeptide concerned contains polypeptide of a gestalt 
dissociated or isolated from a cancer cell. 
[0015] 

A term "antibody in a blood serum" used in this specification exists in a blood serum, and means 
antibody IgG combined with polypeptide which contains any 1 in the array numbers 1-35. A 
term "antibody" used in this specification and a "mark type-ized antibody" mean polypeptide 
which contains any 1 in the array numbers 1-35, the variation polypeptide and a polyclonal 
antibody created considering these polypeptide fragments as immunogen, or a monoclonal 
antibody. 

[Effect of the Invention] 
[0016] 

Prostatic marker polypeptide, androgen non-dependency prostatic cancer marker polypeptide 
which are new and were excellent by this invention, The diagnosing method and the medicinal 
composition for a therapy of the prostatic cancer which used a specific antibody, this marker 
polypeptide, and an antibody for these prostatic cancer marker polypeptide can be obtained. 
[Best Mode of Carrying Out the Invention] 
[0017] 

(Prostate cancer tissue used for search of prostatic marker polypeptide) 
The androgen dependency prostate cancer cells and androgen non-dependency prostate cancer 
cells which are used for prostatic marker polypeptide search of this invention can be created by 
the method known conventionally (1). For example, the LNCaP cell strain (American Type 
Culture Collection (ATCC), Rockville, MD, USA) marketed can be used as androgen 
dependency Homo sapiens prostate cancer cells. The culture culture medium which contains 
10% of foetal calf serum for this LNCaP cell strain. (For example, Roswell Park Memorial 
Institute (RPMI) medium) It maintains in inside, After cultivating, this culture LNCaP cell lxl 0 7 
individual is mixed in 0.1 ml Matrigel (Matrigel, Becton Dickinson Labware, NJ, USA), The 
hypodermic of male nude-mouse (BALB/c strain) is inoculated, and the extirpation of the testis 
is carried out in the place where a tumor became 200 mm 3 from 100. Although this tumor is 
reduced primarily, repopulation is begun soon. The tumor which carried out repopulation of the 
tumor in front of the testis extirpation at this time after an androgen dependency prostatic cancer 
and a testis extirpation can be used as an androgen non-dependency prostatic cancer. 
[0018] 

(Extraction of Homo sapiens normal prostatic glandular tissue and the Homo sapiens prostate 



cancer tissue) 

The Homo sapiens normal prostatic glandular tissue used by this invention and prostate cancer 
tissue were extracted from the extirpation sample of the patient who performed an operation. 
Mainly by the Kitasato University Hospital urology department in Sagamihara-shi, Kanagawa, 
consent is acquired from the patient who underwent the operation and it is extracted. This normal 
prostatic glandular tissue is extracted from the prostate gland by which merger excision is carried 
out simultaneously, for example, when a bladder full extraction is performed for urinary bladder 
cancer treatment. When a prostatecotmy was carried out by prostatomegaly, noncancerous 
prostatic glandular tissue was also extracted. Furthermore, the Homo sapiens prostatic glandular 
tissue is extracted at the time of the prostate gland by which an extirpation is carried out, or the 
prostate biopsy way carried out in the case of prostatic cancer diagnosis, when a prostate gland 
full extraction or a prostatecotmy is performed for prostate cancer treatment. At this time, the 
male sex hormone interception therapy is given a priori, and the prostatic cancer of the case in 
which a prostatic cancer began repopulation was made into an androgen non-dependency 
prostatic cancer. 
[0019] 

(Search of prostatic marker polypeptide) 

The polypeptide contained in the cell extract obtained from the prostate cancer tissue for said 
search was developed on gel with the agarose two dimensional electrophoresis which is a 
conventional method (2). That is, it is a technique (two-dimensional eye) which separates 
proteinic mixed liquor by the electric charge (isoelectric point) which each protein holds first 
(one-dimensional eye), and is continuously separated with a molecular weight. The most general 
method is fixed pH inclination two dimensional electrophoresis (potato villa yne 2DE), for 
example, can be enforced using the kit currently sold from Amersham Biosciences K.K. 
[0020] 

Although this method is the technique of using for a one-dimensional eye the polyacrylamide gel 
by which pH inclination was fixed beforehand, and separating protein with a molecular weight 
by SDS polyacrylamide gel continuously, In order to use acrylamide gel for a one-dimensional 
eye, there is a fault that the amount protein of polymers is inseparable (3). 
[0021] 

The agarose two dimensional electrophoresis which this invention persons used conquers this 
fault by using agarose gel for a one-dimensional eye. The technique of this typical agarose two 
dimensional electrophoresis is explained. First, agarose 1%, 12% of D-sorbitol, 5M urea, 1M 
thiourea, and a carrier ampholite (for example, a FARUMA light and Amersham Biosciences 
(K.K.)) are mixed, it pours into the glass tube of diameter 3.4 mm and length 180 mm, and the 
gel of a one-dimensional eye is created. Samples, such as protein mixed liquor, a cell extract, a 
tissue extract, or a blood serum, are injected into this end, and structure and isoelectric focusing 
are performed for electric inclination by applying the voltage of 500-1000 volts. A two- 
dimensional eye creates the SDS-polyacrylamide gel prepared to 5 to 20% of concentration, and 
applies electrophoresis (SDS-polyacrylamide gel electrophoresis, SDS-PAGE). Desired time, 



after carrying out electrophoresis, two-dimensional-electrophoresis gel is dyed and visualized by 
the Cooma Gee dyeing, argentation, the SHIPRO ruby dyeing, etc. Thus, the polypeptide 
contained in a sample can be obtained as a spot on gel. 
[0022] 

(Identification of the polypeptide (protein) on gel) 

A proteome analysis can perform identification of this polypeptide. That is, it can carry out by 
the publicly known method which combined with agarose two dimensional electrophoresis fluid 
chromatogram tandem-mass-spectrometry method (LC/MS/MS) formed into the automatic line 
(4). That is, the protein spot of gel is first decomposed into peptide by digesting in gel with 
trypsin etc. If each peptide fragments of various length cut by various parts are measured by 
LC/MS/MS, the exact mass of peptide can obtain as mass product ion or a mass tag. The 
database produced by genomics can be searched using the data of the mass spectrum of this mass 
tag, and polypeptide can be identified. This invention persons analyzed the mass spectrum data 
of these peptide fragments using analysis software (SEQUEST), and identified them using the 
database of the U.S. NCBI. 
[0023] 

(Quantitive spot analysis of two-dimensional-electrophoresis gel) 

It downloads to a computer by making the image of this gel into a graphics file after desiccation 
of two-dimensional-electrophoresis gel, Under [ a fixed quantity for every protein spot using 
image-analysis software (for example, Phoretix 2D Advanced Version 5.01 (Nonlinear 
Dynamics Ltd, UK) etc.) ]. By the same image-analysis software, since conformity of the protein 
spot of each gel and analysis were completed, the comparative examination according to control 
group was performed using the statistical techniques, such as a T-test, from here. 
[0024] 

(Prostatic marker polypeptide) 

By this invention, prostatic marker polypeptide including any 1 amino acid sequence of the array 
numbers 1-35 was able to be obtained with such two-dimensional-electrophoresis gel and a 
proteome analysis. The relation with a prostatic cancer was not known at all until this invention 
persons found out, although the respectively specific organ etc. which are functioned or revealed 
were known such polypeptides. Therefore, this invention persons found out that such 
polypeptides could use as a prostatic marker for the first time. 
[0025] 

The prostatic marker polypeptide of this invention is listed by the name etc. which were known 
conventionally. The number given to each marker polypeptide is in agreement with the amino 
acid sequence number of the array table attached to this specification. The concrete identification 
procedure of this prostatic marker is concretely indicated in the Examples 1-3 of this 
specification. 
[0026] 

1. KIAA0336 Gene product (KIAA0336 gene product) 

2. TAR RNA-interaction protein (TRIP TAR RNA-interacting protein, TRIP) 



3. RAD50 Homologue (RAD50 homolog) 

4. Virtual protein FLJ10839 (Hypothetical protein FLJ10839) 

5. Wealth leucine PPR-motif inclusion (Leucine-rich PPR-motif containing) 

6. RNA helicase KIAA0801 (RNA helicase KIAA0801) 

7. Ubiquitin singularity protease 7 (Ubiquitin specific protease 7) 

8. Calcium (ca2+) homeostasis endoplasm reticulum protein 
(Calcium (ca2+) homeostasis endoplasmic reticulum protein 
[0027] 

9. Related NUKUREOPORIN 133kDa or MGC21 133 protein 
(Nucleoporin 133kDa, Protein for MGC21 133) 

10. RNA helicase related protein (RNA helicase-related protein) 

11. MOP-4(MOP-4) 

12. Insulin degradation enzyme (Insulin-degrading enzyme) 

13. MCM5 The minichromosome maintenance defect 5, cell fractionation cycle 46 
(MCM5 minichromosome maintenance deficient 5, cell division cycle 46 (S. cerevisiae)) 

14. Voltage dependency anion selector-channel protein 1 or VDAC1 
(Voltage-dependent anion-selective channel protein 1 (VDAC-1)) 
[0028] 

15. Pro HIBICHIN (Prohibitin) 

16. NipSnapl protein (NipSnapl protein) 

17. PEROKISHIREDOKISHIN 4 (Peroxiredoxin 4) 

18. Splicing coactivator subunit SRm300 
(Splicing coactivator subunit SRm300) 

19. ROMPUROTE ase homologue (Lon protease homolog) 

20. Puromycin susceptibility aminopeptidase 
(Puromycin-sensitive aminopeptidase) 
[0029] 

21. EBNA-2 (EBNA-2 co-activator (100kD)) Coactivator (lOOkD) 

22. JKTBP1 

23. GTP-unity protein beta chain homologue 
(GTP -binding protein beta chain homolog) 

24. A core and chlorine ion channel protein 
(Nuclear chloride ion channel protein) 

25. William BEUREN syndrome chromosome region 1 homologue 
(William-Beuren syndrome chromosome region 1 homolog) 

26. antioxidant protein 2 (Antioxidant protein 2) 
[0030] 

27. Peroxy REDOKUSHIN 1 (Peroxiredoxin 1) 

28. Coffey Lynne 1 (Cofilin 1) 

29. KURUPPERU type zinc finger protein or PEG3 



(Kruppel-type zinc finger protein, PEG3) 

30. The SUKAFU fold ATTATCHIMENTO factor B or HSP27 ERE-TATA-unity protein 
(Scaffold attachment factor B, HSP27 ERE-TATA-binding protein) 

31. SUPURAISOZOMU related protein 130 (Spliceosome-associated protein 130) 

32. T The squamous cell carcinoma antigen 3 recognized by a cell, or SART3 
(Squamous cell carcinoma antigen recognized by T cells 3, SART3) 

33. ubiquitin activation enzyme El (Ubiquitin-activating enzyme El) 

34. KARIOFERIN (impotence rutin) beta 1 (Karyopherin (importin) beta 1) 
[0031] 

35. hal225 Gene product (The hal225 gene product) 

Six marker polypeptides in which the marker polypeptide which increased these prostatic cancer 
marker polypeptide by the non-depending group in p< 0.1 when the comparative examination of 
the manifestation was statistically carried out by the group of an androgen dependency prostatic 
cancer and the group of an androgen non-dependency prostatic cancer decreased by 12 pieces 
were accepted. That is, the specific marker was especially found out by the androgen non- 
dependency prostatic cancer among said prostatic marker polypeptides. The marker polypeptide 
of this androgen non-dependency prostatic cancer is as follows. 
[0032] 

(Marker polypeptide which an expression amount increases after acquiring an androgen non- 
dcpcndcncy) 

18. Splicing coactivator subunit SRm300 

19. ROMPUROTE ase homologue 

20. Puromycin susceptibility aminopeptidase 

21. EBNA-2 Coactivator (lOOkD) 

22. JKTBP1 

23. GTP-unity protein beta chain homologue 

24. A core and chlorine ion channel protein 

25. William BEUREN syndrome chromosome region 1 homologue 

26. Antioxidant protein 2 

27. Peroxy REDOKUSHIN 1 

28. Coffey Lynne 1 

(Marker polypeptide in which an expression amount decreases after acquiring an androgen non- 
dependency) 
[0033] 

29. KURUPPERU type zinc finger protein 

30. The SUKAFU fold ATTATCHIMENTO factor B or HSP27 ERE-TATA-unity protein 

31. SUPURAISOZOMU related protein 130 

32. T The squamous cell carcinoma antigen 3 recognized by a cell 

33. Ubiquitin activation enzyme El 

34. KARIOFERIN (impotence rutin) beta 1 



35. ha 1225 Gene product 
[0034] 

Therefore, when said prostatic marker polypeptide of 1-35 is found out in the blood of the 
subject etc. by the inspection using an antibody etc., this test subject can be judged to be a 
prostate cancer patient or a prostatic cancer high-risk person. To a test subject, at least one sort of 
increases in said prostatic marker polypeptide of 18-28, And/or, when at least one sort of 
reduction of the prostatic marker polypeptide of 29-35 is observed, this test subject has an 
androgen non-dependency prostatic cancer, or can judge with the high-risk person. 
[0035] 

Therefore, a prostatic cancer can be diagnosed as the sample obtained from the test subject by 
detecting this prostatic marker polypeptide. An androgen non-dependency prostatic cancer can 
be diagnosed by detecting at least one sort of prostatic marker polypeptide including any 1 amino 
acid sequence of the array numbers 18-35 from the sample obtained from the test subject. 
Detection of this prostatic marker polypeptide can be performed by contacting the sample 
obtained from the test subject, and the antibody to this prostatic marker polypeptide. 
[0036] 

The antibody used by this invention is an antibody which has singularity in prostatic marker 
polypeptide, including any 1 amino acid sequence of the array numbers 1-35. These antibodies 
may be any of a polyclonal antibody or a monoclonal antibody. 
When the immunoassay (measurement) method using the antibody of this invention is 
mentioned, enzyme immunoassay (EIA), There are the enzyme immuno metric assaying method 
(ELISA), fluoroimmunoassay (FIA), a radioimmunity measuring method (RIA), luminometrical 
immunoassay, immuno blotting methods, western blotting, an immunostaining method, etc. 
Western blotting is effective in order to know the molecular weight of the protein concerned 
which exists in a biological material. After this method carries out acrylamide gel electrophoresis 
of the biological material liquid, such as a crude extract of organ organization origin, transfer it 
to a membrane, it is made to react to the antibody which recognizes the protein concerned or the 
peptide concerned, and detects the immune complex to generate using the sign second antibody, 
for example. In this method, the amount of signs of the sign second antibody combined with this 
immune complex is measured. 
[0037] 

The immunostaining method is effective in order to analyze an organization and the 
manifestation part of the object polypeptide in a cell. For example, this method makes an 
organization section, a cell, etc. which were fixed on slide glass react to the antibody of this 
invention, and is enforced by detecting the immune complex to generate using the sign second 
antibody. In this method, the amount of signs of the sign second antibody combined with this 
immune complex is measured. 
[0038] 

The ELISA method can be mentioned as a desirable example of the immunoassay using the 
antibody which recognizes said prostatic marker polypeptide. This ELISA method can be 



enforced in accordance with techniques, such as the general competing method and a sandwich 

technique, and also a liquid phase system or a solid phase system can also enforce it. 

The desirable embodiment of the ELISA method is as follows. First, a standard antigen (for 

example, the refined peptide concerned) is fixed and blocked in a suitable carrier. Subsequently, 

the sample containing the marker peptide in which detection is desired, and the antibody 

concerned are contacted to the above-mentioned fixed labelled antigen, and an antibody-immune 

complex and an antibody-standard antigen immune complex are made to generate competitively. 

The quantity of the generated antibody-immune complex can be measured and the mass of the 

polypeptide concerned in a sample can be determined from the analytical curve produced 

beforehand. 

[0039] 

The reactivity of the antibody of this invention and a standard antigen is known beforehand, and 
when an analytical curve etc. can be prepared, the sample containing the polypeptide concerned 
can also be fixed and used instead of said fixed standard antigen. 

In the embodiment of the describing [ above ] ELISA method, using the antibody concerned as 
the first antibody, the sign of the second antibody to this first antibody can be carried out, and it 
can also be used. In this case, the quantity of an antibody-immune complex can be easily 
calculated by measuring the amount of signs of the sign second antibody combined with this. 
Without using the second antibody which carried out the sign as a strange method of a described 
method, for example with an enzyme, the sign of the first antibody can be carried out and it can 
also be used. The sign of the first antibody may be carried out with biotin, and what combined 
the enzyme with ABISHIN or the SUTOREPU tor vicine instead of the second antibody may be 
used. 
[0040] 

(Preparation of the antibody of this invention) 

As long as the antibody used by this invention recognizes and carries out the antigen-antibody 
reaction of the prostatic marker polypeptide of this invention, it may be any of a polyclonal 
antibody or a monoclonal antibody. Some the polypeptide and peptide used as the antigen used 
for manufacture of the antibody of this invention, or its fragment is following. : 

(1) Prostatic marker polypeptide including any 1 amino acid sequence of the array numbers 1-35; 

(2) Any 1 amino acid sequence of the array numbers 1-35 to one or more amino acid residue 
substitution, Variation polypeptide which derives the antibody production to prostatic marker 
polypeptide which includes the amino acid sequence which varied by deletion, addition, and/or 
insertion, and includes any 1 amino acid sequence of the array numbers 1-35; it reaches. 

(3) It is the above (1) or a polypeptide fragment of (2), and is a polypeptide fragment which 
derives the antibody production to prostatic marker polypeptide including any 1 amino acid 
sequence of the array numbers 1-35. 

[0041] 

If the antibody production to prostatic marker polypeptide can be derived, this polypeptide 
fragment, Although there is no restriction in particular in the length, they are usually 15 amino 



acid residue and a thing for which 25 amino acid residue is included especially at least preferably 
at least 20 amino acid residue at least, such polypeptides of (1) or (2) or (3) - the peptide 
fragments can be used for antibody derivation as a constituent for antibody manufacture 
combining a desirable ingredient. The antibody used by this invention can be prepared by the 
following method. 
[0042] 

(Preparation of a monoclonal antibody) 

First, a monoclonal-antibody-production cell can be created as follows, the above (1) of this 
invention, the polypeptide of (2), or (3) — it is independent or a warm-blooded animal is 
medicated with the peptide fragments combining a carrier, a diluent, etc. In order to raise 
antibody production ability when prescribing a medicine for the patient, a complete Freund's 
adjuvant and an incomplete Freund's adjuvant may be prescribed for the patient. This 
administration is usually performed about a total of 2 to 10 times 1 time respectively every 2-6 
weeks. When the example of the warm-blooded animal prescribed for the patient is given, there 
are an ape, a rabbit, a dog, a guinea pig, a mouse, a rat, a sheep, a goat, a fowl, etc., and 
especially a mouse and a rat are preferred. 
[0043] 

The individual in which antibody titer was accepted is chosen from the warm-blooded animal by 
which immunity was carried out with the antigen, for example, a mouse, when producing a 
monoclonal-antibody-production cell, and a spleen or lymph gland is extracted two to five days 
after the last immunity. And a monoclonal-antibody-production hybridoma can be prepared by 
uniting the antibody forming cell contained in the extracted organization with the myeloma cell 
of congener or heterozoic. 
[0044] 

Measurement of the antibody titer in antiserum can be performed by measuring the activity of 
the sign agent combined with the antibody, after, making labeling protein and antiserum which 
are mentioned later react for example. The method of known [ operation / fusion ], for example, 
a method of Kohler and Milstein It can carry out according to Nature (Nature), and [256, 495] 
(1975). When the example of a fusion accelerator is given, there are a polyethylene glycol 
(PEG), a Sendai virus, etc. and especially PEG is preferred. 
[0045] 

When the example of this myeloma cell is given, there is a myeloma cell of warm-blooded 

animals, such as NS-1, P3U1, SP2/0, and AP-1, and P3U1 is especially preferred. 

The desirable ratio of the number of antibody forming cells (spleen cell) and the number of 

myeloma cells at the time of fusion is 1 : 1 to about 20: 1 . Cell fusion can be efficiently carried out, 

when it adds PEG1000-PEG6000 by about 10 to 80% of concentration preferably and 20-40 ** 

incubates for 1 to 10 minutes at 30-37 ** preferably, PEG and. 

[0046] 

Screening of the obtained monoclonal-antibody-production hybridoma can be performed by 
various methods. For example, the solid phase to which the antigen of prostatic marker 



polypeptide was made to stick with direct or a carrier. Hybridoma culture supernatant liquid is 
added to (for example, a microplate), Next, the anti-immunoglobulin antibody which carried out 
the sign with a radioactive material, an enzyme, etc. (when the cell used for cell fusion is a 
mouse) An antimouse immunoglobulin antibody is used. Or protein A is added, How to detect 
the monoclonal antibody combined with solid phase; An anti-immunoglobulin antibody, Or 
hybridoma culture supernatant liquid is added to the solid phase to which protein A was made to 
stick, the marker polypeptide which carried out the sign with a radioactive material, an enzyme, 
etc. is added, and the method of detecting the monoclonal antibody combined with solid phase, 
etc. are mentioned. 
[0047] 

Sorting of a monoclonal antibody can be performed in accordance with a conventional method. 
Usually, it can carry out by the culture medium for animal cells which added HAT 
(hypoxanthine, aminopterin, thymidine). As sorting and a culture medium for breedings, as long 
as it can grow a hybridoma, what kind of culture medium may be used. For example, 1 to 20% of 
fetal calf serum can use RPMI 1640 culture medium included 10 to 20% preferably, the GIT 
culture medium (Wako Pure Chemical Industries, Ltd.) containing 1 to 10% of fetal calf serum, 
or the serum free medium for hybridoma culture (SFM-101 and NISSUI PHARMACEUTICAL 
CO., LTD.). 
[0048] 

20-40 ** of culture temperature is usually about 37 ** preferably. Culture time is usually one 
week - two weeks preferably for five days - three weeks. Culture is usually performed under the 
wet environment of 5% of carbon dioxide. The antibody titer of hybridoma culture supernatant 
liquid can be measured like measurement of the antibody titer in the above-mentioned antiserum. 
[0049] 

Separation of a monoclonal antibody and refining can be performed in accordance with a 
conventional method. For example, a curing salting method usually used for separation of an 
immunoglobulin, and refining, an alcohol precipitation method, an isoelectric point 
sedimentation method, an electrophoresis method, and an ionic exchanger (an example.) It is a 
specific purification method etc. which extract only an antibody with activity adsorbent, such as 
the adsorption-and-desorption method by DEAE, an ultracentrifugal method, a gel-filtration 
method, a method by antigen joint solid phase and protein A, or the protein G, make combination 
dissociate, and obtain an antibody. 
[0050] 

(Preparation of a polyclonal antibody) 

The polyclonal antibody of this invention can be manufactured in accordance with a 
conventional method. For example, the immunogen itself or the complex of the antigenic peptide 
fragments and career protein is built, It can manufacture by performing immunity to a warm- 
blooded animal like the manufacturing method of said monoclonal antibody, extracting the 
antibody inclusion to protein of this invention from this immune animal, and performing 
separation refinement of an antibody. 



[0051] 

When preparing the immune complex used for the immunity of a warm-blooded animal, the kind 
of career protein and the mixture ratio of this career protein and hapten will not be restricted in 
particular, if an antibody is efficiently produced to the hapten over which career protein was 
made to construct a bridge. For example, when bovine serum albumin, the cow thyroglobulin, or 
hemocyanin is used as career protein, it is preferred in these about 0. 1-20 and to make a bridge 
construct at about one to 5 rate preferably to the hapten 1 at a weight ratio. 
[0052] 

Various condensing agents can be used for coupling of hapten and career protein. When the 
example of this condensing agent is given, there are an active ester reagent containing 
glutaraldehyde, a carbodiimide, maleimide active ester, a thiol group, and a JICHIOBIRIJIRU 
group, etc. The part in which an antibody production is possible is medicated with this 
condensation product with itself or a carrier, and a diluent to a warm-blooded animal. 
[0053] 

In order to raise antibody production ability when prescribing a medicine for the patient, a 
complete Freund's adjuvant and an incomplete Freund's adjuvant may be prescribed for the 
patient. Administration is usually performed about a total of about 3 to 10 times 1 time 
respectively every about 2-6 weeks. A polyclonal antibody is extractable from the blood of the 
warm-blooded animal by which immunity was carried out by said method, ascites, etc. 
Measurement of the polyclonal antibody value in antiserum can be performed like measurement 
of the antibody titer in the above-mentioned antiserum. Separation refinement of a polyclonal 
antibody can be performed according to separation of an immunoglobulin, and a purification 
method like the separation refinement of the above-mentioned monoclonal antibody. 
[0054] 

The kit for cancer diagnosis of this invention contains the polyclonal produced by doing in this 
way, or a monoclonal antibody. This kit for cancer diagnosis is applicable to diagnosis of a 
prostatic cancer by using at least one sort of antibodies which have singularity for prostatic 
marker polypeptide including any 1 amino acid sequence of the array numbers 1-35. This kit for 
cancer diagnosis can diagnose an androgen non-dependency prostatic cancer by using at least 
one sort for prostatic marker polypeptide including any 1 amino acid sequence of the array 
numbers 18-35 for the antibody which has singularity. 
[0055] 

This kit for diagnosis contains the well for immunoreaction, a stain, the enzyme labelled 
antibody for detection, a penetrant remover, an antibody diluent, a specimen diluted solution, an 
enzyme substrate, an enzyme substrate liquid diluent, and other reagents if needed. 
Since the antibody which has singularity in prostatic marker polypeptide including any 1 amino 
acid sequence of the array numbers 1-35 controls the manifestation of prostatic cancer specific 
protein, it is applicable to prevention of cancer-izing, advance delay, and a therapy. Especially 
the antibody that has singularity in prostatic marker polypeptide including any 1 amino acid 
sequence of the array numbers 18-35 can check androgen non-dependency acquisition of a 



prostatic cancer, and can use it for advance delay of an androgen non-dependency prostatic 

cancer, and a therapy. 

[0056] 

Being able to prescribe in taking orally or parenterally for the patient the medicinal composition 
containing the antibody to said prostatic marker polypeptide of this invention, this parenteral 
administration includes local administration in an organization further. 
Ingredients for pharmaceutical preparation, such as a carrier currently used widely when 
administering the medicinal composition of this invention orally, For example, a bulking agent, 
an extender, a binding material, disintegrator, a collapse depressant, a buffer, an isotonizing 
agent, an emulsifier, a dispersing agent, a stabilizing agent, a coating agent, a surface-active 
agent, absorption enhancers, a moisturizer, a wetting agent, adsorbent, lubricant, an excipient, 
etc. can be used. Additive agents, such as colorant, a preservative, perfume, a flavor agent, and a 
sweetening agent, may be used if needed. 
[0057] 

When the concrete example of the ingredient for medicine manufacture is given, milk sugar, 
white soft sugar, sodium chloride, Grape sugar, urea, starch, calcium carbonate, kaolin, 
crystalline cellulose, Excipients, such as silicic acid, water, ethanol, simple syrup, grape sugar 
liquid, starch liquid, A gelatin solution, carboxymethyl cellulose, shellac, methyl cellulose, 
Binding materials, such as potassium phosphate and a polyvinyl pyrrolidone, dry starch, Sodium 
alginate, agar powder, the end of a laminaran, sodium bicarbonate, Calcium carbonate, 
polyoxyethylene sorbitan fatty acid ester, sodium lauryl sulfate, Disintegrator, such as stearic 
acid monoglyceride, starch, and milk sugar, white soft sugar, Collapse depressants, such as 
stearic acid, cacao butter, and hydrogenated oil, quarternary ammonium salt, It is lubricant, such 
as adsorbent, such as moisturizers, such as absorption enhancers, such as sodium lauryl sulfate, 
glycerin, and starch, starch, milk sugar, kaolin, bentonite, and colloid silicic acid, refining talc, 
and a stearate, etc. Furthermore, if needed, the art of a drug delivery system publicly known 
about each of above-mentioned dosage forms can be adopted, and gradual-release-izing, topical- 
application-izing (troches, buccal preparation, a sublingual tablet, etc.), drug release control, 
enteric-izing, stomach solubility-ization, etc. can be performed. 
[0058] 

When carrying out parenteral administration of the medicinal composition of this invention, it 
can be considered as gestalten, such as rectum administration by administration by injection of a 
drop by drop titration, an intravenous injection, subcutaneous injection, an intramuscular 
injection, etc., the suppositories made from fats and oils, water-soluble suppositories, and a 
suppository. This dispensing can be easily performed with a conventional method using the usual 
carrier in the medicine manufacture field. 

The medicinal composition containing the antibody of this invention can be prescribed for the 
patient to the mammalians (for example, a rat, a mouse, a guinea pig, a rabbit, a sheep, a swine, a 
cow, a horse, a cat, a dog, an ape, etc.) of Homo sapiens and others, for example. Although the 
dose of this antibody changes suitably by the target state, a route of administration, etc., For 



example, when medicating an adult patient with a weight of 60 kg with the gestalt of injections, 
it is preferably preferred to prescribe about about 120-200 mg for the patient from a vein more 
preferably about about 100-250 mg about about 50-500 mg per day. 
[0059] 

By detecting at least one sort of the polynucleotide which encodes the prostatic marker 
polypeptide of this invention, i.e., polynucleotide including any 1 nucleotide sequence of the 
array numbers 36-70, A test subject has a prostatic cancer or it can be judged whether you are the 
high-risk person of the. By detecting at least one sort of polynucleotide which includes any 1 
nucleotide sequence of the array numbers 53-70 especially, a test subject has an androgen non- 
dependency prostatic cancer, or it can be judged whether you are the high-risk person. 
[0060] 

In the diagnosing method of a prostatic cancer which detects the polynucleotide which encodes 
the prostatic marker polypeptide of this invention, the polynucleotide contained in the sample 
obtained from the test subject, for example, blood, a cell extract, a biopsy specimen, etc. is 
detected. 

Detection of this polynucleotide the polynucleotide which encodes the prostatic marker 
polypeptide of this invention, . [ whether it amplifies by a polymerase chain reaction method 
(PCR) using the synthetic DNA primer which has the partial sequence, and ] Or the hybridization 
of what carried out the sign of the polynucleotide included in the suitable vector using the 
polynucleotide which encodes the part or all the fields of polypeptide of this invention, or a 
synthetic DNA can perform. The method of this hybridization can be performed to molecular 
cloning (5) by the method of a statement, etc., for example, this hybridization ~ a high ~ 
stringent conditions, for example, sodium concentration, are about 19 to 20 mM(s) especially 
about 19 to 40 mM, and it is preferred that temperature performs about 50-70 ** especially on 
the conditions which are about 60-65 **. The case where sodium concentration is [ temperature ] 
about 65 ** in about 19 mM(s) is the most preferred. 
[0061] 

In this invention, the nucleic acid probe for prostatic cancer diagnosis containing the following 
(i), (if), or (iii) can be used. 

(i) Polynucleotide which has any 1 nucleotide sequence of the array numbers 36-70, and a 
complementary nucleotide sequence; 

(ii) nucleotide fragment; including any 1 nucleotide sequence of the array numbers 36-70, and 
the partial sequence of a complementary nucleotide sequence - or 

(iii) They are polynucleotide including any 1 nucleotide sequence of the array numbers 36-70, 
the polynucleotide hybridized under stringent conditions, or a nucleotide fragment. 

[0062] 

Especially the polynucleotide that has any 1 nucleotide sequence of the array numbers 53-70 and 
a complementary nucleotide sequence can be used as a nucleic acid probe for androgen non- 
dependency cancer diagnosis. 

When detecting the polynucleotide which encodes the prostatic marker polypeptide of this 



invention by the PCR method, it can be performed with a conventional method. 
In this PCR method, an antisense strand fragment is used as a reverse primer by making the 
sense strand fragment to any one sort of nucleotide sequences of the array numbers 36-70 into a 
forward primer. 

The primer (forward primer) which consists of a nucleotide fragment which includes the partial 
sequence of any 1 nucleotide sequence of the array numbers 53-70 especially, and any 1 
nucleotide sequence of the array numbers 53-70, An androgen non-dependency prostatic cancer 
can be diagnosed by using the primer (reverse primer) which consists of a nucleotide fragment 
including the partial sequence of a complementary nucleotide sequence. 
[0063] 

Although it is usually 14 - 60bp although it is not necessary to restrict the length in particular of 
this forward primer, and it does not need to restrict the length in particular of a reverse primer, 
either, it is preferred to usually be referred to as 14 - 60pb. 

When the kit for prostatic cancer diagnosis of this invention detects the prostatic marker 
polypeptide of this invention by hybridization, The polynucleotide which encodes any 1 the part 
or all the fields of a polypeptide sequence of the array numbers 36-70, or the thing which carried 
out the sign using the synthetic DNA is included as a nucleic acid probe for prostatic cancer 
diagnosis. 
[0064] 

This kit for prostatic cancer diagnosis aims at detection of an androgen non-dependency prostatic 
cancer, When hybridization detects this prostatic marker polypeptide, the polynucleotide which 
encodes any 1 the part or all the fields of a polypeptide sequence of the array numbers 53-70, or 
the thing which carried out the sign using the synthetic DNA is included as a nucleic acid probe 
for prostatic cancer diagnosis. 
[0065] 

The kit for prostatic cancer diagnosis of this invention contains an antisense strand fragment as a 
reverse primer by making the sense strand fragment to any one sort of nucleotide sequences of 
the array numbers 36-70 into a forward primer, when detecting the prostatic marker polypeptide 
of this invention by the PCR method. The kit for prostatic cancer diagnosis of this invention aims 
at detection of an androgen non-dependency prostatic cancer, When detecting prostatic marker 
polypeptide by the PCR method, an antisense strand fragment is included as a reverse primer by 
making the sense strand fragment to any one sort of nucleotide sequences of the array numbers 
53-70 into a forward primer. 
[0066] 

. The prostatic marker polypeptide of this invention is the polynucleotide by which the code is 
carried out. It can manufacture by including the polynucleotide which has a nucleotide sequence 
of the array numbers 36-70 in a suitable expression vector, and transforming a suitable host by 
this expression vector, and proliferating this host. 
[0067] 

The expression vector of the prostatic marker polypeptide of this invention can cut down the 



DNA fragment made into the purpose from the polynucleotide which encodes this polypeptide, 
and can manufacture it by connecting this DNA fragment downstream from the promotor in a 
suitable vector. 

The plasmid of Escherichia coli origin to the vector used here (an example, pBR322, pBR325, 
pUC12, pUC13), The plasmid of bacillus subtlis origin (an example, pUBl 10, pTP5, pC194), 
There are animal viruses, such as bacteriophages, such as a yeast origin plasmid (an example, 
pSH19, pSH15) and lambda phage, a retrovirus, a vaccinia virus, and a baculovirus, pAl-1 1, 
pXTl, pRc/CMV, pRc/RSV, pcDNAI/Neo, etc. 
[0068] 

As long as the promotor who uses by this invention is a suitable promotor corresponding to the 
host who uses it, what kind of thing may be satisfactory for him. For example, when using an 
animal cell as a host, there are SRalpha promotor, an SV40 promotor, an LTR promotor, a CMV 
promotor, a HSV-TK promotor, etc. When these hosts are microoganisms of the genus 
Escherichia, a trp promotor, a lac promotor, There are a recA promotor, lambdaPL promotor, a 
lpp promotor, T7 promotor, etc., and when this host is the genus Bacillus, When this host is 
yeast, SPOl promotor, SP02 promotor, a penP promotor, etc., There are PH05 promotor, a PGK 
promotor, a GAP promotor, an ADH promotor, etc., and when this host is an insect cell further, 
they are a polyhedrin promotor, P10 promotor, etc. 
[0069] 

What contains an enhancer, a splicing signal, a poly A addition signal, a selective marker, an 
SV40 duplicate origin, etc. by request further can be used for the expression vector of this 
invention. As this selective marker, there are a dihydrofolate reductase gene, an ampicillin 
resistance gene, a neomycin resistance gene, etc., for example. A signal sequence suitable for a 
host is added to the N terminal side of the polypeptide of this invention if needed. When these 
hosts are microoganisms of the genus Escherichia, when this host is the genus Bacillus, a PhoA 
signal sequence, an OmpA signal sequence, etc., When this host is yeast, an alpha-amylase 
signal sequence, a subtilisin signal sequence, etc., MFalpha signal sequence, SUC2, a signal 
sequence, etc. can use an insulin signal sequence, alpha-interferon signal sequence, an antibody 
molecule signal sequence, etc., when this host is an animal cell. A transformant can be 
manufactured using the vector containing DNA which encodes the polypeptide of this invention 
built in this way. 
[0070] 

The host who uses by this invention has microoganisms of the genus Escherichia, the genus 
Bacillus, yeast, an insect cell, an insect, an animal cell, etc., for example. In order to transform 
this genus Bacillus, there is the method of a statement in molecular and general FTgenetics 
(Molecular & General Genetics), 168 volumes, 1 1 1 (1979), etc., for example. In order to 
transform yeast, for example Methods in Enzymology (Methods in Enzymology), There are 
methods, such as 194 volumes, 182-187 (1991), the pro SHIJINGUZU OBU the National 
Academy of Sciences OBU the U.S.A. (Proc. Natl. Acad. Sci. USA), 75 volumes, and 1929 
(1978). In order to transform an insect cell or an insect, there is the method of a statement in 



biotechnology/technology (Bio/Technology), 6, 47-55 (1988), etc., for example. In order to 
transform an animal cell, cell technology separate volume 8 new cell technology experiment 
protocol .263-267 (1995) (Shujunsha issue), Virology (Virology), 52 volumes, and 456 (1973) 
have the method of a statement, for example. Thus, the transformant transformed by the 
expression vector containing DNA which encodes the polypeptide of this invention is 
producible. 
[0071] 

The carbon source which a liquid medium is suitable and needs it for growth of this transformant 
in it as a culture medium used for culture when this host cultivates the transformant which are 
microoganisms of the genus Escherichia and the genus Bacillus, a nitrogen source, and an 
inorganic substance and others are **************s. As a carbon source, here, for example as a 
nitrogen source, glucose, dextrin, soluble starch, sucrose, etc., For example, as a part for 
autotrophy, a calcium chloride, a sodium dihydrogenphosphate, a magnesium chloride, etc. have 
ammonium salt, nitrates, corn steep liquor, peptone, casein, a meat extract, soybean cake, potato 
extract, etc., for example. A yeast extract, vitamins, a growth promoter, etc. may be added. As 
for pH of a culture medium, about 5-8 is desirable. 
[0072] 

M9 culture medium which contains glucose and casamino acids as a culture medium which 
cultivates microoganisms of the genus Escherichia, for example [Mirror (Miller), journal OBU 
EKUSU peri face yne molecular FTgenetics (Journal of Experiments in Molecular Genetics), 
431-433, Cold Spring Harbor Laboratory, and New Yorkl972] are preferred. 
In order to work a promotor efficiently, drugs like 3beta-indolyl acrylic acid can be added, for 
example. When hosts are microoganisms of the genus Escherichia, culture can usually be 
performed at about 15-43 ** for about 3 to 24 hours, and aeration and churning can also be 
added as occasion demands. When a host is the genus Bacillus, culture can usually be performed 
at about 30-40 ** for about 6 to 24 hours, and aeration and churning can also be added as 
occasion demands. 
[0073] 

As a culture medium in which a host cultivates the transformant which is yeast, it is the 
Burkholder (Burkholder) minimal medium, for example. [Bostian, K. L. et al., the pro 
SHIJINGUZU OBU the National Academy of Sciences OBU the U.S.A. (Proc. Natl. Acad. Sci. 
USA), 77 volumes, 4505 (1980)] SD culture medium containing 0.5% of** casamino acids 
There are [Bitter, GA. et al, the pro SHIJINGUZU OBU the National Academy of Sciences 
OBU the U.SA. (Proc. Natl. Acad. Sci. USA), 81 volumes, and 5330 (1984)]. As for pH of this 
culture medium, adjusting to about 5-8 is preferred. Culture is usually performed at about 20 ** - 
35 ** for about 24 to 72 hours, and aeration and churning are added if needed. 
[0074] 

When a host cultivates the transformant which is an insect cell, the double ground etc. which 
added additives, such as 10% bovine serum which carried out decomplementation to the grace 
insect culture medium (Grace's Insect Medium: Grace, T.C.C., Nature, 195,788 (1962)), are 



used. As for pH of this culture medium, adjusting to about 6.2-6.4 is preferred. Culture is usually 
performed for about three to five days at about 27 **, and aeration and churning are added if 
needed. 
[0075] 

The MEM culture medium which contains about 5 to 20% of new-born calf serum as a culture 
medium, for example when a host cultivates the transformant which is an animal cell [Science 
(Science), 122 volumes, 501 (1952)] DMEM culture medium [Virology (Virology), eight 
volumes, 396 (1959)] RPMI 1640 culture medium [199 journal OBU the American medical 
associations (The Journal of the American Medical Association), 519 (1967)] 199 culture media 
[Proceeding of the Society for the Biological Medicine (Proceeding of the Society for the 
Biological Medicine), 73 volumes, 1 (1950)] **** is used. As for pH, it is preferred that it is 
about 6-8. Culture is usually performed at about 30 ** - 40 ** for about 15 to 60 hours, and 
aeration and churning are added if needed. Thus, the polypeptide of this invention can be made 
to produce out of intracellular [ of a transformant ], a cell membrane, or a cell. 
[0076] 

A conventional method is followed in order to carry out separation refinement of the polypeptide 
of this invention from the above-mentioned culture. For example, the polypeptide of this 
invention is faced extracting from a culture object and a cell, After collecting a biomass or cells 
by a publicly known method after culture, suspending this to suitable buffer solution and 
destroying a biomass or a cell by the ultrasonic wave, a lysozyme, freeze thawing, etc., it is the 
method of obtaining the crude extract of polypeptide by centrifugal separation or filtration etc. 
Denaturing agents, such as urea and guanidinc hydrochloride, and surface-active agents, such as 
triton X-100TM, may be contained in this buffer solution. When polypeptide is secreted in 
culture medium, a biomass or a cell, and supernatant liquid are separated by a publicly known 
method after the end of culture, and supernatant liquid is collected. Thus, refining of the obtained 
culture supernatant or the polypeptide contained in an extract is performed, combining suitably 
publicly known separation and purification method. How to use solubility, such as curing salting 
and a solvent precipitation method, as publicly known these separation and purification methods, 
Methods of mainly using the difference of a molecular weight, such as dialysis, ultrafiltration, a 
gel-filtration method, and an SDS-polyacrylamide-gel-electrophoresis method, There are a 
method of using the difference of isoelectric points, such as a method, isoelectric focusing, etc. 
using hydrophobic differences, such as a method, reversed phase high pressure liquid 
chromatography, etc. using specific compatibility using the difference of electrifications, such as 
ion exchange chromatography, such as a method and affinity chromatography, etc. 
[0077] 

the method that it is publicly known when this polypeptide is obtained by educt — it is 
convertible for a salt, and when conversely obtained with a salt, it can change into educt or other 
salts by a publicly known method. When refining front stirrups make protein repair enzyme 
suitable after refining the polypeptide which recombinant produces act, ornamentation can be 
added arbitrarily or polypeptide can also be removed selectively. As protein repair enzyme, there 



are trypsin, chymotrypsin, arginyl proteinase, protein kinase, glycosidase, etc., for example. 
Thus, the polypeptide of generated this invention can be checked by enzyme immunoassay, 
Western blotting, etc. which used the specific antibody. 
[Work example 1] 
[0078] 

Extraction of the polypeptide sample from a prostate cancer cell line 

The Homo sapiens prostate cancer cell line LNCaP which came to hand from American Type 
Culture Collection (ATCC, Rockville, MD, USA) was used as a sampling which searches 
prostatic marker polypeptide. The LNCaP cell was cultured at 37 ** under C0 2 5% wet 
environment all over the RPMI time ground (Roswell Park Memorial Institutemedium: RPMI) 
containing 10% of foetal calf serum. The LNCaP cell was transplanted to male nude-mouse 
(BALB/c strain) purchased from Japanese SLC (Shizuoka, Japan) in this example. 
[0079] 

First, the LNCaP cell lxlO 7 individual was mixed in Matrigel 0.1 ml (Matrigel: Becton 
Dickinson Labware, NJ, USA), and this mixture was transplanted to the regions-of-back 
hypodermic of a male nude mouse. The extirpation of the testis was carried out in the place 
where the cancer tissue became 200 ram 3 from 1 00. Although the cancer tissue was reduced 
primarily, repopulation was begun soon. It extracted in the place where this cancer reached 200 
to 400 mm 3 . Cancer which carried out repopulation of the cancer extracted before the testis 
extirpation after androgen dependency (Androgen Dependent; AD) and a testis extirpation was 
made into androgen non-dependency (Androgen Independent; A.I. Artificial Intelligence). 
[Work example 2] 
[0080] 

Production of a cancer marker polypeptide distribution map 

After carrying out the cancer cell obtained in Example 1 ize [ HOMOJU ] by the protein extract 
of weight 20 times and carrying out ultracentrifuge, the obtained supernatant liquid was used for 
the proteome analysis. This invention persons carried out this proteome analysis combining the 
tandem-mass-spectrometry method (MS/MS) to agarose two dimensional electrophoresis. 
[0081] 

Agarose two dimensional electrophoresis was performed by the publicly known method which 
applied agarose to isoelectric focusing of the one-dimensional eye (2). Namely, said lOOmicro of 
extracts 1 (equivalent to 1 mg of protein) were put on the agarose gel upper bed of diameter 3.4 
mm and length 180 mm, and the electric charge of 700 v was applied for 20 hours. Then, this gel 
is placed on SDS-PAGE gel (uniform 12% gel and 6-10% concentration gradient gel) of 
195x120 mm, SDS sample buffer (SDS2%, glycerol 10%, and 2-mercaptoethanol 5% and 
bromophenyl blue 0.02%, the 0.05M tris- HC1, and pH 6.5) was passed from the upper part, and 
it migrated by 60 mA. Gel was dyed by KUMA G Brilliant Blue R-350 (Coomasie Brilliant Blue 
R-350) after the end of migration. 
[0082] 

Identification of a total of 324 protein spots on the agarose two-dimensional-electrophoresis gel 



of a prostatic cancer was advanced, 303 spots were numbered except for the spot duplicate 
between gels, and the two-dimensional-electrophoresis gel map was created. The number was 
given to uniform 12% gel with emphasis on an inside low molecule protein region to 108 pieces 
( drawing 1 ) and 195 spots ( drawing 2 ) from 6-10% concentration gradient gel with emphasis on 
a polymers protein region. Then, a total of 233 protein was able to be identified from these spots. 
[0083] 

Drawing 1 and 2 are maps originating in the androgen non-dependency prostate cancer cells of 
Example 1 in which distribution of cancer marker polypeptide is shown. The obtained two- 
dimensional-electrophoresis gel is downloaded to a computer as a graphics file after desiccation, 
Quantitative analysis of the protein spot was conducted using image-analysis software (Phoretix 
2D Advanced Version 5.01 : Nonlinear DynamicsLtd, UK). 
[Work example 3] 
[0084] 

The spot of the two-dimensional-electrophoresis gel obtained in Example 2 was identified by the 
publicly known fluid chromatogram tandem-mass-spectrometry method (liquid chromatography- 
mass spectrometry/MS). That is, the spot on gel was started, and after digesting protein in gel 
with trypsin, the quantity equivalent to about 15 pmol(s) was applied to liquid chromatography- 
mass spectrometry/MS. The mass data of the peptide fragments obtained from here were 
analyzed using analysis software (SEQUEST), and the protein contained in the spot on said gel 
by the database of the U.S. NCBI was identified. A proteinic amino acid sequence and base 
sequence were also depended on the NCBI database. Proteome-analysis software (SEQUEST) 
can be obtained by the following URL now on September 1, 2003. 
[0085] 

URL: http://fields.scripps.edu/sequest/index.html 

The URL of a NCBI database is as follows. 

URL: http://www.ncbi.nlm.nih.gov/entrez/query.fcgi/ 

When all the 233 protein identified in said NCBI database was searched using MedLine, 35 
protein in which relevance with a prostatic cancer is not reported until now is contained, namely, 
new prostatic cancer marker polypeptide was found out. 
[0086] 

The protein identified here is enumerated by the paragraph of the mode of operation of this 
specification. The number given to each protein is in agreement with the amino acid sequence 
number of the array table attached to this specification. 
[Work example 4] 
[0087] 

Sorting of androgen non-dependency prostatic cancer marker polypeptide 
Two-dimensional-electrophoresis gel is downloaded to a computer as a graphics file after 
desiccation, Quantitative analysis of the protein spot was conducted using image-analysis 
software Phoretix 2D Advanced Version 5.01 (Nonlinear Dynamics Ltd, UK). Phoretix 2D 
Advanced Version 5.01 compared individually the protein spot of the two-dimensional- 



electrophoresis gel of androgen dependence group 5 sample and non-depending group 5 sample 
in fixed quantity, and the expression amount of each spot in 2 being between groups was 
statistically authorized by the T-test. 
[0088] 

When the comparative examination of the proteinic manifestation was statistically carried out by 
the androgen dependence group and the non-depending group, six protein in which 12 protein 
which increased by the non-depending group in p< 0.1 among the prostatic marker polypeptides 
found out in Example 3 decreased in number was accepted. Similarly, in p< 0.05, four protein in 
which seven protein which increased decreased in number was accepted. 
[0089] 

The fixed-quantity comparison graph was indicated to be the protein spot which showed drawing 
^quantitative increase and decrease with statistically significant difference (p< 0.05) with 
androgen non-dependency acquisition of a prostatic cancer. In drawing 3, AD shows a protein 
spot particular number [ in / A.I. Artificial Intelligence / group / androgen dependence / for 
androgen a non-depending group / in PN / drawing J and 2 ] (Protein-identification number). 
This PN is a specific number of the protein spot used in the example, and is not in agreement 
with the array number of the array table of this specification. 
[0090] 

When the gel of each group examined bibliographically also including the polypeptide as which 
increase and decrease were regarded macroscopically, there were 17 things to which relation 
with a prostatic cancer is not reported conventionally ( drawing 3 ). These are polypeptides 
including the amino acid sequence of the array numbers 18-36 indicated in the array table. 
Polypeptide including the amino acid sequence of the array numbers 1 8-28 the zymogram of 
these polypeptides as a result of analysis, As for the polypeptide which an expression amount 
increases when a prostatic cancer acquires an androgen non-dependency, and includes the amino 
acid sequence of the array numbers 29-36, it became clear that an expression amount decreases. 
[Work example 5] 
[0091] 

The manifestation of the prostatic marker polypeptide in the Homo sapiens prostatic cancer 
The manifestation of said prostatic marker polypeptide in the Homo sapiens prostatic cancer was 
checked by the western blotting using an antibody. 
(Preparation of the Homo sapiens prostatic cancer sample) 

The human prostate cancer tissue used by this example and normal prostatic glandular tissue 
acquired and extracted consent by the Kitasato University Hospital urology department in 
Sagamihara-shi, Kanagawa from the patient who underwent the operation. A patient's details are 
as follows. 
[0092] 

1 . NP1 :normal prostatic glandular tissue : normal prostatic glandular tissue was extracted from 
the prostate gland by which the merger extirpation was carried out in a 5 1 years-old male and 
vesical cancer. 



2. P8:normal prostatic glandular tissue : the prostate gland full extraction was enforced in a 70 
years-old male and a prostatic cancer. Normal prostatic glandular tissue was extracted from the 
noncancerous part. 

3. P3:normal prostatic glandular tissue : normal prostatic glandular tissue was extracted from the 
prostate gland by which the merger extirpation was carried out in a 60 years-old male and vesical 
cancer. 

4. P5 :prostate-cancer-tissue (androgen dependency): — the prostate gland full extraction was 
enforced in a 50 years-old male and a prostatic cancer. Prostate cancer tissue was 
macroscopically extracted from the cancer part. 

5. PI :prostate-cancer-tissue (androgen non-dependency): — since it recurred in an 80 years-old 
male and a prostatic cancer after trying an androgen ablative therapy, and it became the ischuria, 
transurethral prostatectomy was enforced. An excision organization has an androgen non- 
dependency prostatic cancer, and extracted this. 

[0093] 

6. CaP5:prostate-cancer-tissue (androgen non-dependency): - a 64 years-old male and a 
prostatic cancer sake - before an operation [ for six months ] - after enforcing an androgen 
ablative therapy, the prostate gland full extraction was enforced. Prostate cancer tissue was 
macroscopically extracted from the cancer part. 

Ize [ of the obtained cancer tissue / HOMOJU ] was carried out by the protein extract of weight 
20 times, and it inquired using the supernatant liquid after ultracentrifuge. 
First, the protein concentration of the cancer extract of a LNCaP mouse inoculation model and 
said Homo sapiens prostatic glandular tissue extract is quantified by the publicly known 
Bradford method, It diluted with SDS sample buffer (SDS2%, glycerol 10%, and 2- 
mercaptoethanol 5% and bromophenyl blue 0.02%, the 0.05M tris- HC1, pH 6.5), and prepared [ 
ml ] in 2mg /. This was incubated for 15 minutes at 97 **, and the sample was prepared. 
[0094] 

Electrophoresis of this sample was carried out 12.5% with an every [ 1 ] of lOmicro each by 
SDS-PAGE gel. Protein of this gel was transferred on the PVDF film. Blocked this with the 
gelatin solution 3%, it was made to react with the primary antibody solution of the protein 
concerned, and the second antibody of the alkaline phosphatase sign was made to react. 
(Prostatic marker polypeptide and antibody) 
The used primary antibody is as follows. 

Pro static-marker polypeptide including the amino acid sequence of the array number 3 (Rad50): 
A commercial anti human RAD50 rabbit polyclonal antibody (AB3754, Chemicon International, 
Inc., CA, USA) 

Pro static-marker polypeptide including the amino acid sequence of array-number 11. (Mop-4): A 
commercial anti human MOP4 rabbit polyclonal antibody (AB5442P, Chemicon International, 
Inc., CA, USA) 

Pro static-marker polypeptide including the amino acid sequence of the array number 14 (VDAC- 
1): A commercial anti human VDAC-1 goat polyclonal antibody (sc-8828, Santa Cruz 



Biotechnology, Inc., CA, USA) 

Prostatic marker polypeptide including the amino acid sequence of the array number 19 (LON 
protease) : The polypeptide fragment (array number 71) of the amino acid sequence of the array 
number 19 is compounded, The blood serum was extracted after 8 times inoculation to the 
hypodermic of the rabbit combining career protein, and this blood serum was used as a primary 
antibody. 
[0095] 

Polypeptide fragment CFDI AFPD EQ AE AL A VER (array number: 71) 

Prostatic marker polypeptide including the amino acid sequence of the array number 21 (EBNA- 
2 co-activator; pi 00) : The polypeptide fragment (array number 72) of the amino acid sequence 
of the array number 21 is compounded, The blood serum was extracted after 8 times inoculation 
to the hypodermic of the rabbit combining career protein, and this blood serum was used as a 
primary antibody. 
[0096] 

Polypeptide fragment RPASPATETVPAFSERTC (array number: 72) 

The amino acid sequence of the array number 30. Included prostatic marker polypeptide 

(Scaffold attachment factor B, HSP27 ERE-TATA-binding protein) : The polypeptide fragment 

(array number 73) of the amino acid sequence of the array number 30 is compounded, The blood 

serum was extracted after 8 times inoculation to the hypodermic of the rabbit combining career 

protein, and this blood serum was used as a primary antibody. 

[0097] 

Polypeptide fragment CRMQAQWEREERERLEIAR (array number: 73) 

The amino acid sequence of the array number 33. included prostatic marker polypeptide 

(Ubiquitin-activating enzyme El): — commercial anti human Ubiquitin-activating enzyme El 

mouse monoclone nature antibody (MAB3520.) Chemicon International, Inc., CA, USA) 

The used second antibody is as follows, and was purchased and used. 

[0098] 

Anti-mouse IgG (alkaline phosphatase sign) (1 15-055-003, Jackson 
ImmunoResearchLaboratories, Inc., PA, USA) 

Anti-rabbit IgG (alkaline phosphatase sign) (172-1016, Bio-Rad Laboratories, CA, USA) 
Anti-goat IgG (alkaline phosphatase sign) (AP-5000, Vector Laboratories, Inc., CA, USA) 
(Result) 

Detection result by the antibody of prostatic marker polypeptide (Rad50) including the amino 
acid sequence of the array number 3 : 

Although the manifestation in which Rad50 is strong at normal prostatic glandular tissue was 

accepted, the manifestation was decreasing in prostate cancer tissue ( drawing 4 ). 

[0099] 

Detection result by the antibody of prostatic marker polypeptide (Mop-4) including the amino 
acid sequence of array number 11.: 

Although the manifestation in which Mop-4 is strong at normal prostatic glandular tissue was 



accepted, the manifestation was decreasing in prostate cancer tissue ( drawing 5 ). 

Detection result by the antibody of prostatic marker polypeptide (VDAC-1) including the amino 

acid sequence of the array number 14 : 

VDAC-1 had few manifestations at normal prostatic glandular tissue, and the manifestation was 

increasing in prostate cancer tissue ( drawing 6 ). 

[0100] 

Detection result by the antibody of prostatic marker polypeptide (LON protease) including the 
amino acid sequence of the array number 19 : 

LON protease had few manifestations at normal prostatic glandular tissue, and the manifestation 
was increasing in prostate cancer tissue. Compared with the androgen dependence group, the 
manifestation was increasing by the non-depending group ( drawing 7 ). 

Detection result by the antibody of prostatic marker polypeptide (EBNA-2 co-activator; pi 00) 
including the amino acid sequence of the array number 2 1 : 

EBNA-2 co-activator; Although the manifestation in which pi 00 is strong at normal prostatic 
glandular tissue was accepted, the manifestation was decreasing in prostate cancer tissue. 
Compared with the androgen dependence group, the manifestation was increasing by the non- 
depending group (drawing 8). 
[0101] 

Detection result by the antibody of prostatic marker polypeptide (Scaffold attachment factor B, 
HSP27 ERE-TATA-binding protein) including the amino acid sequence of the array number 30 : 
This marker polypeptide had few manifestations at normal prostatic glandular tissue, and the 
manifestation was increasing it with prostate cancer tissue. Compared with the androgen 
dependence group, the manifestation was decreasing by the non-depending group ( drawing 9 ). 
[0102] 

Detection result by the antibody of prostatic marker polypeptide (Ubiquitin-activating enzyme 
El) including the amino acid sequence of the array number 33 : 

Ubiquitin-activating enzyme E 1 had few manifestations at normal prostatic glandular tissue, and 
the manifestation was increasing in prostate cancer tissue. Compared with the androgen 
dependence group, the manifestation was decreasing by the non-depending group ( drawing 10 ). 
[Work example 6] 
[0103] 

Analysis by reverse transcription polymerase chain reaction (RT-PCR) 

The mRNA expression level of the array numbers 53-70 in the Homo sapiens prostatic cancer of 
an androgen dependency and an androgen non-dependency which encodes prostatic marker 
polypeptide can be analyzed as follows using RT-PC. 

First, extraction of mRNA in prostatic glandular tissue is performed along with a manufacturer's 
specifications using an ISOGEN RNA separation kit (ISOGEN RNA isolation kit and ISOGEN). 
Therefore, RT-PCR is performed to a publicly known method using TAKARA RNA LA PCR kit 
Ver. 1 . 1 (Takara RNA LA PCR kit Ver. 1.1, TAKARA brewing, Otsu) (6). 
[0104] 



That is, 1st chain cDNA compounds the total RNA (1.5microg) as a template. A random 
hexamer (Random hexamer, 50 pM) by the reaction mixture containing 5 mM MgCl 2 , lx RNA 
PCR buffer solution, 10 mM dNTP mix, and 20 U ribonuclease inhibitor 30 ** 10 minutes, and 
55 ** 15 minutes, 99 ** incubates for 5 minutes. After diluting so that it may be set to 40microl 
with distilled water, to 5microl of them 2.5 U Tag polymerase (TAKARA brewing), 1 .5 mM 
MgCb, 1 x RNA PCR buffer solution, and 10 mM dNTP mix — and, a forward primer and each 
reverse primer — 20 pM is added and 35 cycles are amplified using DNA thermal cycler 
(ASTEC, Fukuoka). Agarose gel electrophoresis analyzes an PCR product 3%. A computer 
determines the optimal arrangement of the set of the primer/probe used for this analysis. 
[0105] 

The array number of the array table of this specification shows the arrangement explained below. 
A relation with a prostatic cancer is not known until now, and, as for the polypeptide which has 
an amino acid sequence of the array numbers 1-35, a relation with a prostatic cancer will not be 
known without this invention persons. The polynucleotide of the array numbers 36-70 is mRNA 
or DNA which encodes any 1 polypeptide of the array numbers 1-35. The cable address "NCBI" 
in the following explanation means database National Center for Biotechnology Information, and 
"PN" means the number of the spot in drawing 1 and the zymogram of 2. 
[0106] 

(Array number: One) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of KIAA0336 gene 
product. This gene product is seen in a brain cDNA library, and participating in signal transfer, 
nucleic acid regulation, and a cell ossification center is reported from the motif database. NCBI 
Accession No.7662062, PN:029 

(Array number: Two) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of the gene product 
considered to be TAR RNA-interaction protein (TRIP TAR RNA-interacting protein, TRIP) or 
TRIP polypeptide. It is reported that mRNA is high-revealed by the embryo heart. Reed (1998) 
dissociates from an ovarian cancer cDNA library, and by MS, since it is 160kD in SDS-PAGE 
but 83 kD, it is thought that dimer formation is carried out (Wilson, 1998). NCBI Accession 
No.4758690, PN:041 

(Array number: Three) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is RAD50. It is also an amino acid sequence of a 
homologue (RAD50 homolog: S.cerevisiae). It is reported that this homologue carries out 
inactivation of tumorous protein (oncoprotein) of adenovirus and the RAD50-MRE1 1-NBS1 
complex, and demonstrates carcinogenicity. 
NCBI Accession No.19924129, PN:045 
[0107] 

(Array number: Four) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of virtual polypeptide 
FLJ10839. Since there was an SAP motif, it seemed that it has a DNA binding part, but the 



function was unknown until now. 
NCBI Accession No.20471264, PN:049 

(Array number: Five) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of a wealth leucine PPR- 
motif inclusion (Leucine -rich PPR-motif containing) gene product. This gene product is high- 
revealed by cDNA of a liver blastoma, and it is thought that it is participating in a cytoskeleton, 
intracellular transport, transfer, and core cytoplasm closing by functional presumption from the 
amino acid sequence. 
NCBI Accession No. 18959202, PN:054 
[0108] 

(Array number: Six) The amino acid sequence of the prostatic marker polypeptide of this 

invention is shown. This arrangement is also an amino acid sequence of RNA helicase 

KIAA0801 (RNA helicase KIAA0801). NCBI Accession No.76623 18, PN:057.2 

(Array number: Seven) The amino acid sequence of the prostatic marker polypeptide of this 

invention is shown. This arrangement is also an amino acid sequence of ubiquitin singularity 

protease 7 (Ubiquitin specific protease 7). It is reported that this protease 7 is cancer control 

protein with which the growth inhibition which stabilizes P53 gene and passes p53, and 

apoptosis are assisted. 

NCBI Accession No.4507857, PN:058 

[0109] 

(Array number: Eight) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of calcium (ca2+) 
homeostasis endoplasm reticulum protein (Calcium (ca2+) homeostasis endoplasmic reticulum 
protein). A manifestation is checked from a brain cDNA library or a Homo sapiens 
erythroleukemia (HEL) cell cDNA expression library, this protein works to the homeostasis of 
Ca2+, and it is reported that it is related to the differential growth. 
NCBI Accession No. 18204653, PN:061 
[0110] 

(Array number: Nine) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of MGC21 133 protein 
(Nucleoporin 133kDa, Protein for MGC21 133). This protein is revealed by a melanoma cell and 
there is a report of bearing extranuclear transportation of mRNA. NCBI Accession 
No. 1 8043079, PN:065 

(Array number: Ten) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of the gene product 
considered to be RNA helicase related protein (RNA helicase-related protein) or its related 
polypeptide. This gene product is checked in the Homo sapiens pancreatic islet cDNA library, 
and is considered to be a dead box polypeptide family (DEAD box proteinfamily). NCBI 
Accession No. 11267525, PN:069 
[0111] 



(Array number: 11) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of MOP-4. This MOP-4 is 
revealed to a human monocyte and making ubiquitin, combination, and a cascade start in the 1st 
step of the protein breakdown in a ubiquitin proteasome system is reported. NCBI Accession 
No. 11 990422, PN:070 

(Array number: 12) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of an insulin degradation 
enzyme (Insulin-degrading enzyme). This enzyme has an insulin, glucagon, and the activity that 
decomposes beta amyloid. In an Alzheimer disease, although there is no change in the 
production amount to the inside of the **** cerebrospinal fluid of beta amyloid, since beta 
amyloid deposits in a brain, reduction of this enzyme is called cause. 
NCBI Accession No.20548083, PN:091 
[0112] 

(Array number: 13) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement, The MCM5 minichromosome maintenance defect 5, the 
cell fractionation cycle 46 (MCM5 minichromosome maintenance deficient 5 and cell division 
cycle 46 (S.)) It is also an amino acid sequence of a cerevisiae gene product. Revealing this gene 
product by a Burkit lymphoma is reported. NCBI Accession No. 13 177775, PN:0102 
(Array number: 14) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of voltage dependency 
anion selector-channel protein 1 (Voltage-dependent anion-selective channel protein 1 (VDAC- 
1)). It is reported that this protein participates in the apoptosis regulation of BCL-2 family. 
NCBI Accession No. 130683, PN:231 
[0113] 

(Array number: 15) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of pro HIBICHIN 
(Prohibitin). A possibility that pro HIBICHIN will participate in the onset of a breast cancer by 
DNA synthesis inhibition and variation of PHB is reported. 
NCBI Accession No.464371, PN:244.2 

(Array number: 16) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of nip snap 1 protein 
(NipSnapl protein). This protein is similar to the gene product of C. elegance (C. elegance) 
chromosome III, and it is reported that it is related to intracellular organelle movement. NCBI 
Accession No.17380144, PN:258 

(Array number: 17) The amino acid sequence of the prostatic marker polypeptide of this 
invention is shown. This arrangement is also an amino acid sequence of 

PEROKISHIREDOKISHIN 4 (Peroxiredoxin 4). It is reported that this protein is participating in 
transfer of cytokine or an immune system. 
NCBI Accession No.3024727, PN:259 
[0114] 



(Array number: 18) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of splicing 
coactivator subunit SRm300 (Splicing coactivator subunit SRm300). this subunit SRm300 — 
RNA unity polypeptide - and 

It is known as a AT -wealth element bonding factor etc. It meets with SRM160 and precursive 

mmr, and exists in a core speckle, and participating in reconstruction of an SRM160/SRM300 

DEPURITOSUPU lysin reaction is reported. NCBI Accession No. 19923466, PN:002 

(Array number: 19) It is an amino acid sequence of the polypeptide which serves as an androgen 

dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 

cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 

cancer marker's manifestation. This arrangement is also an amino acid sequence of a 

ROMPUROTE ase homologue (Lon protease homolog). It is reported that an SOS gene cluster is 

derived at the time of DNA damage, and this homologue works to the restoration. 

NCBI Accession No. 12644239, PN:092.2 

[0115] 

(Array number: 20) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of puromycin 
susceptibility aminopcptidase (Puromycin-sensitive aminopeptidase). This peptidase is protease 
required for activation, cell growth, and diversity of a neuropeptide, and increasing, if it is 
identified from the cDNA library of an embryo brain and stimulates by vitamin D by a leukemic 
cell is reported. NCBI Accession No.2499902, PN:099 

(Array number: 21) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is EBNA-2. It is also an amino acid sequence of 
a coactivator (EBNA-2 co-activator (100kD)). EBNA-2 A coactivator activates translation of a 
specific gene, and is indispensable to transfer of an EBV-related B cell, and participating in the 
melanin synthesis of drosophila further is reported. 
NCBI Accession No.7657431, PN:116, 088 
[0116] 

(Array number: 22) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of a different- 
species nucleic acid ribonucleic polypeptide D Mr. homologue (JKTBP). Participating in 
splicing of RNA and movement is reported about this homologue. 



NCBI Accession Nos.7446333, 4512253, PN:223 
[0117] 

(Array number: 23) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of a GTP -unity 
protein beta chain homologue (GTP-binding protein beta chain homolog). This homologue is 
known as a GTP -unity polypeptide beta chain homologue, HMC B compound polypeptide 12.3, 
etc., It is reported that it is similar with the receptor of rat RACK1 (Rn.2568) which is a 
lymphocyte activation function and an insulinlike growth factor (IGF-1) etc. 
NCBI Accession No.5 174447, PN:233, 237 
[0118] 

(Array number: 24) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of a core and 
chlorine ion channel protein (Nuclear chloride ion channel protein). NCBI Accession 
No.2073569, PN:243 

(Array number: 25) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of William 
BEUREN syndrome chromosome region 1 homologue (William-Beuren syndrome chromosome 
region 1 homolog). This homologue is Wbscrl . It is known as a substitution splice product, 
William-Beuren syndrome chromosome region 1 homologue, etc., and the function which 
stimulates the start of polypeptide synthesis on the level of mRNA use is reported. 
NCBI Accession No. 1 8204592, PN:25 1 
[0119] 

(Array number: 26) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of antioxidant 
protein 2 (Antioxidant protein 2). This protein reduces hydrogen peroxide in relation to redox 
control of a cell, and reduces short chain organic fatty acids and a phospholipid peroxide, and the 
role in the metabolic regulation of phospholipid and the defense to an oxidation obstacle is 
reported. NCBI Accession Nos. 171 8024, 4758638, PN:266 

(Array number: 27) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of peroxy 



REDOKUSHIN 1 (Peroxiredoxin 1). Peroxy REDOKUSHIN. 1 has controlled signal transfer of 
a growth factor and TNF alpha by adjusting intracellular hydrogen peroxide. 
Appearing under oxidant stress is reported. 

NCBI Accession No.548453, PN:284 
[0120] 

(Array number: 28) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will raise this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of the Coffey 
Lynne non-muscular isoform (Cofilin, non-muscle isoform) (18 kDa phosphorus polypeptide) 1. 
When this isoform combines with actin, and helps movement in a core from the cytoplasm and it 
is phosphorylated by LIM-kinase, carrying out depolymerization of the actin is reported. NCBI 
Accession No. 116848, PN:297 

(Array number: 29) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will reduce this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of 
KURUPPERU type zinc finger protein (Kruppel-type zinc finger protein, PEG3). It is high- 
revealed in an adult brain, and since it will carry out carcinogenicity disappearance if 
transfection of this protein is carried out to a glioma cell, it is considered to be tumor control 
polypeptide. 

NCBI Accession No. 1 1494024, PN:028 
[0121] 

(Array number: 30) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will reduce this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of the SUKAFU 
fold ATTATCHIMENTO factor B or HSP27 ERE-TATA-unity protein (Scaffold attachment 
factor B, HSP27 ERE-TATA-binding protein). This protein is HSP27 promotor joint protein, and 
it is revealed within the core of the cell line of various breast cancers, and it is considered to be a 
gene-of-cause candidate of a breast cancer. NCBI Accession No.21264343, PN:043 
(Array number: 31) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will reduce this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of the 
SUPURAISOZOMU related protein 130 (Spliceosome-associated protein 130). This protein is 
known as the splicing factor 3b, the subunit 3 (130kDa), the spliceosome meeting polypeptide 
130, etc., and it is reported that it is a component of complex SF3b which functions in a 
spliceosome. 



NCBI Accession No.l 1034823, PN:059 
[0122] 

(Array number: 32) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will reduce this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of the squamous 
cell carcinoma antigen 3 (Squamous cell carcinoma antigen recognized by T cells 3, SART3) 
recognized by a T cell. It is reported this antigen deriving a tumor specificity T cell, and working 
to tumor immunity, and participating also in mRNA splicing and that it is not revealed by colon 
cancer in a manifestation and normal tissue. 
NCBI Accession No.7661952, PN:062 
[0123] 

(Array number: 33) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will reduce this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of the ubiquitin 
activation enzyme El (Ubiquitin-activating enzyme El). It is reported that the ubiquitin 
activation enzyme El makes ubiquitin, combination, and a cascade start in the 1st step of the 
protein breakdown in a ubiquitin proteasome system. 
NCBI Accession No.4507763, PN:074.2, 078 
[0124] 

(Array number: 34) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will reduce this 
cancer marker's manifestation. This arrangement is also an amino acid sequence of the 
KARIOFERIN (karyopherin) beta 1 or the impotence rutin (importin) beta 1 . This gene product 
is combined with protein with an intranuclear signal, this protein is conveyed into a core from 
cytoplasm, and ending transportation is reported by by combining with RAN. NCBI Accession 
No. 19923 142, PN: 103 

(Array number: 35) It is an amino acid sequence of the polypeptide which serves as an androgen 
dependency prostatic cancer marker of this invention, and an androgen non-dependency prostatic 
cancer marker. A prostatic cancer's acquisition of an androgen non-dependency will reduce this 
cancer marker's manifestation. This arrangement is ha 1225. It is also an amino acid sequence of 
a gene product (The hal225 gene product). It is reported that this gene product relates to the 
Homo sapiens alpha-glucosidase. 
NCBI Accession No.577295, PN:118 
[0125] 

(Array number: 36) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 1 , or cDNA is shown. 

(Array number: 37) The nucleotide sequence of mRNA which encodes the prostatic marker 



polypeptide of the array number 2, or cDNA is shown. 
(Array number: 38) The nucleotide sequence of mRNA 
polypeptide of the array number 3, or cDNA is shown. 
(Array number: 39) The nucleotide sequence of mRNA 
polypeptide of the array number 4, or cDNA is shown. 
(Array number: 40) The nucleotide sequence of mRNA 
polypeptide of the array number 5, or cDNA is shown. 
[0126] 

(Array number: 41) The nucleotide sequence of mRNA 
polypeptide of the array number 6, or cDNA is shown. 
(Array number: 42) The nucleotide sequence of mRNA 
polypeptide of the array number 7, or cDNA is shown. 
(Array number: 43) The nucleotide sequence of mRNA 
polypeptide of the array number 8, or cDNA is shown. 
(Array number: 44) The nucleotide sequence of mRNA 
polypeptide of the array number 9, or cDNA is shown. 
(Array number: 45) The nucleotide sequence of mRNA 
polypeptide of the array number 10, or cDNA is shown. 
[0127] 

(Array number: 46) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 1 1 , or cDNA is shown. 

(Array number: 47) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 12, or cDNA is shown. 

(Array number: 48) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 13, or cDNA is shown. 

(Array number: 49) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 14, or cDNA is shown. 

(Array number: 50) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 15, or cDNA is shown. 

(Array number: 51) The nucleotide sequence of mRNA which encodes the prostatic marker 

polypeptide of the array number 16, or cDNA is shown. 

[0128] 

(Array number: 52) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 17, or cDNA is shown. 

(Array number: 53) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 18, or cDNA is shown. 

(Array number: 54) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 19, or cDNA is shown. 

(Array number: 55) The nucleotide sequence of mRNA in which the array number 20 carries out 
a prostatic marker, or cDNA is shown. 



which encodes the prostatic marker 
which encodes the prostatic marker 
which encodes the prostatic marker 

which encodes the prostatic marker 
which encodes the prostatic marker 
which encodes the prostatic marker 
which encodes the prostatic marker 
which encodes the prostatic marker 



(Array number: 56) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 21, or cDNA is shown. 

(Array number: 57) The nucleotide sequence of mRNA which encodes the prostatic marker 

polypeptide of the array number 22, or cDNA is shown. 

[0129] 

(Array number: 58) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 23, or cDNA is shown. 

(Array number: 59) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 24, or cDNA is shown. 

(Array number: 60) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 25, or cDNA is shown. 

(Array number: 61) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 26, or cDNA is shown. 

(Array number: 62) The nucleotide sequence of mRNA which encodes the prostatic marker 

polypeptide of the array number 27, or cDNA is shown. 

[0130] 

(Array number: 63) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 28, or cDNA is shown. 

(Array number: 64) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 29, or cDNA is shown. 

(Array number: 65) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 30, or cDNA is shown. 

(Array number: 66) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 3 1, or cDNA is shown. 

(Array number: 67) The nucleotide sequence of mmr which encodes the prostatic marker 
polypeptide of the array number 32, or cDNA is shown. 

(Array number: 68) The nucleotide sequence of mRNA which encodes the prostatic marker 

polypeptide of the array number 33, or cDNA is shown. 

[0131] 

(Array number: 69) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 34, or cDNA is shown. 

(Array number: 70) The nucleotide sequence of mRNA which encodes the prostatic marker 
polypeptide of the array number 35, or cDNA is shown. 

(Array number: 71) The amino acid sequence of the polypeptide fragment of the prostatic marker 
polypeptide of the array number 19 is shown. 

(Array number: 72) The amino acid sequence of the polypeptide fragment of the prostatic marker 
polypeptide of the array number 21 is shown. 

(Array number: 73) The amino acid sequence of the polypeptide fragment of the prostatic marker 

polypeptide of the array number 30 is shown. 

[0132] 
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[Brief Description of the Drawings] 

[0133] 

[Drawing jjDnnving 1 shows the distribution map of the protein contained in a prostatic cancer 
obtained by the agarose two dimensional electrophoresis of 6-10% concentration gradient gel 
with emphasis on a polymers protein region. 

[Drawing 2]Drawing 2 shows the distribution map of the protein contained in a prostatic cancer 
obtained by the agarose two dimensional electrophoresis of 12% concentration uniform gel with 
emphasis on an inside low molecule protein region. 

[Drawing 3] Drawirtg 3 indicates the fixed-quantity comparison graph to be the protein spot 
which showed quantitative increase and decrease in an androgen dependence group, and 
androgen a non-depending group. 

[Drawing 4] Drawing 4 is an image of the electrophoresis which shows the manifestation in the 
prostate cancer tissue of Rad50 which is prostatic marker polypeptide. 

[Drawing JJPrawujg__5_ is an image of the electrophoresis which shows the manifestation in the 
prostate cancer tissue of Mop-4 which is prostatic marker polypeptide. 

[Drawing 6]Dn 1 ing 6 is an image of the electrophoresis which shows the manifestation in the 

prostate cancer tissue of VDAC-1 which is prostatic marker polypeptide. 

[ Dra w ins; 7J D \ i s an image of the electrophoresis which shows the manifestation in the 

prostate cancer tissue of LON protease which is prostatic marker polypeptide. 

[ Drawing 8 ]EBNA-2 co-activator whose drawing 8 i s prostatic marker polypeptide; It is an 

image of the electrophoresis which shows the manifestation in the prostate cancer tissue of pi 00. 

[Drawing 9]Drawing 9 is an image of Scaffold attachment factor B which is prostatic marker 

polypeptide, and the electrophoresis which shows the manifestation in the prostate cancer tissue 

of HSP27 ERE-TATA-binding protein. 

[Drawing 10] Drawing 10 is an image of the electrophoresis which shows the manifestation in the 
prostate cancer tissue of Ubiquitin-activating enzyme El. 



